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(57)Abstract: 

PURPOSE: To enable to discriminate the types of the Enterovirus 71 type (EV 71) and the Coxsackie 
A group virus 16 type (CA 16) in high accuracy. 

CONSTITUTION: The method for discriminating the types of the EV 71 and the CA 16 comprises (i) 
multiplying a DNA sequence coding for a part of the 5 f -nontranslating regions of the EV 71 and the CA 
16 and a part of Vp4 and Vp2 proteins having DNA sequences specific to the serum types of the 
viruses, (ii) determining the DNA sequence of the DNA region coding for the Vp4 protein in the 
multiplied DNA, (iii) designing DNA sequences complementary to the DNA sequences on the basis of 
DNA sequences specific to the serum types of the EV 71 and the CA 16 in the DNA sequences, 
respectively, and subsequently (iv) analyzing an ability for combining the obtained DNA probes with 
the multiplied DNA obtained by the method (i). 



LEGAL STATUS 

[Date of request for examination] 25.06.2002 

[Date of sending the examiner's decision of 20.12.2005 
rejection] 

[Kind of final disposal of application other than the 
examiner's decision of rejection or application 
converted registration] 

[Date of final disposal for application] 

[Patent number] 

[Date of registration] 



http://www 1 9.ipdl.inpit.go.jp/PAl /result/detail/main/wAAA8UaOKyDA408 1 73 1 95P 1 .htm 1 0/24/2007 



Searching PAJ Page 2 of 2 

[Number of appeal against examiner's decision of 
rejection] 

[Date of requesting appeal against examiner's 
decision of rejection] 

[Date of extinction of right] 



http://wwwl9.ipdljnpit.gojp/PAl/result/detail/main/wAAA8UaOKyDA408 1 73 1 95P 1 .htm 1 0/24/2007 



JP,08-173195,A [CLAIMS] 



Page 1 of 1 



* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** s hows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] (i) Enterovirus 71 mold and Coxsackie A group virus 16 mold, The DNA field which carries 
out the code of some ****4 and ****2 proteins which have a specific DNA array in each human serum 
protein type of a part of 5'untranslation region and enterovirus is amplified, (ii) The DNA array of the 
DNA field which carries out the code of the ****4 protein under this magnification DNA is determined. 
It is based on a DNA array specific to each human serum protein type of the enterovirus 71 mold under 
this DNA array, and Coxsackie A group virus 16 mold, (iii) Design the DNA array which has a 
complementarity respectively in this DNA array, respectively, and it is made into a DNA probe, (iv) The 
mold differentiation approach of the enterovirus 71 mold characterized by analyzing a binding affinity 
with the magnification DNA obtained by the approach of this DNA probe and the above (i), and 
Coxsackie A group virus 16 mold. 

[Claim 2] The DNA array which has the DNA field which carries out the code of the ****4 protein of 
the enterovirus 71 mold under magnification DNA, and a complementarity It is the DNA array shown 
by the array number 3 1 , the array number 33, the array number 35, the array number 37, or the array 
number 41 . The approach according to claim 1 the DNA array which has the DNA field which carries 
out the code of the ****4 protein of the Coxsackie A group virus 16 mold under magnification DNA, 
and a complementarity is a DNA array shown by the array number 32, the array number 34, the array 
number 36, the array number 38, the array number 39, or the array number 40. 
[Claim 3] The DNA probe which has the magnification DNA including the DNA array shown by the 
array number 3 1 , the array number 33, the array number 35, the array number 37, or the array number 
41 of the DNA field which carries out the code of the ****4 protein of enterovirus 71 mold, and a 
complementarity. 

[Claim 4] The DNA probe which has the magnification DNA including the DNA array shown by the 
array number 32, the array number 34, the array number 36, the array number 38, the array number 39, 
or the array number 40 of the DNA field which carries out the code of the ****4 protein of Coxsackie A 
group virus 16 mold, and a complementarity. 

[Claim 5] The DNA fragment which is ****4 protein of enterovirus 71 mold and carries out the code of 
the protein including the amino acid sequence shown by the array number 1 in the amino acid sequence. 
[Claim 6] The DNA fragment which is ****4 protein of Coxsackie A group virus 16 mold, and carries 
out the code of the protein including the amino acid sequence shown by the array number 2 in the amino 
acid sequence. 



[Translation done.] 
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JPO and INPIT are not responsible for any 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[The technical field to which invention belongs] This invention relates to the base sequence in the 
differentiation approach of the enterovirus 71 mold (this may be written as "EV71" below) belonging to 
enterovirus, and Coxsackie A group virus 16 mold (this may be written as "CA16" below), the DNA 
probe used for it, and the gene field which carries out the code of the ****4 protein of enterovirus 71 
mold and Coxsackie A group virus 16 mold to a list. 
[0002] 

[Description of the Prior Art] In order to classify the enterovirus (Enterovirus) belonging to the 
Picornaviridae (Picornaviridae) into about 70 kinds of human serum protein types and to show a 
variegated infectious disease, it is difficult to presume the virus which becomes a cause from a clinical 
manifestation. Therefore, separation identification of a virus is needed for deciding a pathogen. 
However, a current enterovirus separation method of identification separates a virus using cultivation, 
and the protection test is still more nearly required for it for identification. And two - four weeks is 
required for the isolation culture of these viruses. Furthermore, in the protection test which used the 
neutralization antiserum of a standard stock, the separation stock in which human serum protein type 
differentiation is impossible appears frequently. This is considered for the gene of enterovirus to vary 
extremely in a nature at high speed, and production of the antiserum which always neutralizes a fresh 
separation stock is needed for these solutions. 

[0003] High sensitivity and polymerase chain reaction method [Polymerase Chain Reaction which 
amplifies DNA specifically Law, ; which writes this as the "PCR method" below Saiki and others, 
Science, 230 volumes, p.1350-1354, and 1985 After year reference] is developed, enterovirus The PCR 
method using a primer complementary to the base sequence of 5 ? untranslation region, 5' - in an 
untranslation region ****4 and ****2 protein To the base sequence of the gene field which carries out a 
code, a complementarity The primer which it has [Rotbart and H. which are detected by the used PCR 
method, S.J.Clinical Microbiology, 28, and 438-442 (1990); Olive and D.M. and 5 J.General Virology, 
71,2141-2147(1990)]. 

[0004] Furthermore, mold identification of the enterovirus by the stringent reverse solid phase 
hybridization method using DNA amplified by PCR is reported [clinical [, such as **** Hiroaki, ], a 
virus, 22 volumes, and page 199-207 (1994)]. However, in this experiment, the reactivity of a target 
gene and a probe changes with differences in an age or an area also in the same human serum protein 
type, and it is expected to be difficult to select a specific viral strain to a probe. In the disease by 
enterovirus, since the virus separated from the patient occupies 90% or more by EV71 and CA16, hand, 
foot and mouth disease can identify the epidemia virus of hand, foot and mouth disease by detecting 
quickly and simply two sorts of human serum protein types. 
[0005] 

[Problem(s) to be Solved by the Invention] This invention aims at offer of the approach of carrying out 
mold differentiation of EV7 1 and C A 1 6 in a high precision. 
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[0006] 

[Means for Solving the Problem] As a result of repeating examination wholeheartedly that the above- 
mentioned purpose should be attained, in the base sequence of the gene field which carries out the code 
of the ****4 protein of EV71 and CA16, this invention persons had a specific base sequence in each 
human serum protein type, find out that EV71 and CA16 can discriminate in a high precision using this 
base sequence, and came to complete this invention. That is, this invention provides following 1-6 with 
the DNA probe and DNA fragment which are used for the mold differentiation approach of the 
enterovirus 71 mold of a publication, and Coxsackie A group virus 16 mold, and it. 
[0007] 1. (i) enterovirus 71 mold and Coxsackie A group virus 16 mold, The DNA field which carries 
out the code of some ****4 and ****2 proteins which have a specific DNA array in a part of 
5'untranslation region and the human serum protein type of enterovirus is amplified, (ii) The DNA array 
of the DNA field which carries out the code of the ****4 protein under this magnification DNA is 
determined. It is based on a DNA array specific to each human serum protein type of the enterovirus 71 
mold under this DNA array, and Coxsackie A group virus 16 mold, (iii) Design the DNA array which 
has a complementarity respectively in this DNA array, respectively, and it is made into a DNA probe, 
(iv) The mold differentiation approach of the enterovirus 71 mold characterized by analyzing a binding 
affinity with the magnification DNA obtained by the approach of this DNA probe and the above (i), and 
Coxsackie A group virus 16 mold. 

[0008] 2. DNA Array Which Has DNA Field Which Carries Out Code of the ****4 Protein of 
Enterovirus 71 Mold under Magnification DNA, and Complementarity It is the DNA array shown by the 
array number 3 1 , the array number 33, the array number 35, the array number 37, or the array number 
41 . The approach of one above-mentioned publication that the DNA array which has the gene field 
which carries out the code of the ****4 protein of the Coxsackie A group virus 16 mold under 
magnification DNA, and a complementarity is a DNA array shown by the array number 32, the array 
number 34, the array number 36, the array number 38, the array number 39, or the array number 40. 
3. DNA probe which has magnification DNA including DNA array shown by array number 31, array 
number 33, array number 35, array number 37, or array number 41 of DNA field which carries out code 
of ****4 protein of enterovirus 71 mold, and complementarity. 

[0009] 4. DNA probe which has magnification DNA including DNA array shown by array number 32, 
array number 34, array number 36, array number 38, array number 39, or array number 40 of DNA field 
which carries out code of ****4 protein of Coxsackie A group virus 16 mold, and complementarity. 5. 
DNA fragment which is ****4 protein of enterovirus 71 mold and carries out code of protein including 
amino acid sequence shown by array number 1 in the amino acid sequence. 

6. DNA fragment which is ****4 protein of Coxsackie A group virus 16 mold, and carries out code of 
protein including amino acid sequence shown by array number 2 in the amino acid sequence. Hereafter, 
it explains for details further about this invention. 

[0010] Especially in operation of this invention, unless it is directed, the conventional technique in the 
molecular biology in technical within the limits of the field concerned, microbiology, a recombinant 
DNA, and immunology is adopted. Such technique is explained in detail into reference. For example, 
please refer to the following reference. Maniatis, Fitsch, and separate volume (1991); volume for 
University of Tokyo Institute of Medical Science carcinostatic research sections, and cell technology 
experiment protocol . Sambrook, MOLECULAR CLONING (1991); A LABORATORY MANUAL 
(1982); Kevin struhl and others, CURRENT PROTOCOLS IN MORECULAR BIOLOGY, one volume, 
and two volumes; the volume for Masami Muramatsu, lab manual gene engineering (1990) ; Masami 
Muramatsu The volume for Hiroto Okayama, a gene engineering handbook, experimental medicine 
[001 1] 1. Enterovirus 71 Mold And a part of 5'untranslation region of Coxsackie A group virus 16 mold 
A specific base sequence to the human serum protein type of enterovirus Some ****4 and ****2 
proteins which it has a code -- carrying out - a gene a field -- magnification - enterovirus - 71 - a 
mold - and - Coxsackie - A - a group - a virus - 16 - a mold - five 1 - an untranslation region -- 
a part — enterovirus — a human serum protein type — being specific - a base sequence having --**** 
~ four - and --****-- two - protein - a part - a code - carrying out - a gene - a field (below this) 
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Magnification which may be called for short "a gene field including the human serum protein type 
specific base sequence of enterovirus" can be performed as follows. 

[0012] First, the enterovirus isolation culture stock of known [ human serum protein type ] and the 
human serum protein type by which subculture is carried out extract RNA from a known enterovirus 
standard stock etc. with a conventional method, and produces cDNA from this extract RNA using 
reverse transcriptase. The die length which includes the gene field which carries out the code of 
5 f untranslation region of enterovirus 71 mold and Coxsackie A group virus 16 mold, and ****4 and 
****2 for the oligonucleotide which has a complementarity as a primer in the mold intersection of the 
upstream of the gene field which includes the human serum protein type specific base sequence of 
enterovirus in this cDNA, and a down-stream mold intersection amplifies the gene DNA field of about 
650 bases. 

[0013] the PCR method for which magnification of a gene is usually used - [ - JP,6 1-274697, A, JP,62- 
281, A, 239 Sakai sScience(s), and p.487-491 reference] can perform the detail of this PCR method 
easily. As long as it uses for coincidence the oligonucleotide which has a complementarity in the mold 
intersection of the upstream of a gene field including a human serum protein type specific base 
sequence, and a down-stream mold intersection as an oligonucleotide (this may be called for short a 
"human serum protein type common primer" below) which can be used as a primer on the occasion of 
magnification of a gene field including the human serum protein type specific base sequence of 
enterovirus, you may be what kind of oligonucleotide. It is appropriate to use as a primer the 
oligonucleotide which was specific to enterovirus, and set the high base sequence of similarity as 
5'untranslation region (upstream mold intersection) and ****2 field (down-stream mold intersection) 
between seeds, and carried out chemosynthesis in them based on the base sequence based on desirable 
known human serum protein type specific base sequence data. 

[0014] As an example of the above-mentioned primer, they are D.M.Olive et al, 71 Journal of General 
Virology, and a page. 2141-2147 (1990) The oligonucleotide shown by the array number 29 and the 
array number 30 which are indicated by the oligonucleotide shown by the array number 27 and the array 
number 28 which are indicated, and the JP,6-31 1900, A specification which invention-in-this-application 
persons proposed previously can be mentioned, the inside of these primers - 5 1 » the oligonucleotide 
shown by the array number 29 as a primer by the side of an end, and 3' - it is appropriate to use for 
coincidence the oligonucleotide shown by the array number 28 as a primer by the side of an end. 
[0015] Chemosynthesis of the above-mentioned primer can be easily carried out in itself with the solid 
phase synthesis method using a model 381-ADNA composition machine, known the nucleic-acid- 
biosynthesis equipment usually used, for example, applied biotechnology systems (Applied Biosystems) 
company make, etc. It can dissociate with a conventional method, for example, agarose gel 
electrophoresis, and the above-mentioned magnification DNA can be detected as a DNA band, and, 
thereby, can check the gene DNA of the enterovirus 71 mold and Coxsackie A group virus 16 mold 
origin. 

[0016] 2. The base sequence of the decision above-mentioned magnification DNA of the base sequence 
of the gene field which carries out the code of the ****4 protein under magnification DNA is for 
example, applied biotechnology systems company make and model 373-A. An auto sequencer is used 
and it is Dye DeoxyTM. It can determine by the terminator method. The base sequence of the gene field 
which carries out the code of the ****4 protein can be determined by searching for the base sequence [a 
protein nucleic-acid enzyme, 137 volumes, No. 14, and page 2609-2618 (1992) reference] 
corresponding to the amino acid sequence which cuts ****4 known protein and ****2 known protein of 
the translation initiation codon in the determined base sequence, and enterovirus. 
[0017] The array of the gene field which carries out the code of the ****4 protein of EV71 obtained in 
this way is shown in the array number 3 - the array number 21, and the combination of the amino acid 
sequence is shown in the array number 1 . Moreover, the array of the gene field which carries out the 
code of the ****4 protein of CA16 is shown in the array number 22 - the array number 26, and the 
combination of the amino acid sequence is shown in the array number 2. The DNA fragment of this 
invention which includes the above-mentioned base sequence is the DNA synthesizer usually used only 
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not only in cDNA compounded from RNA of EV71 and CA16 separation stock, for example, the above- 
mentioned applied biotechnology systems company make, and model 381 -A. It may be compounded 
using a DNA synthesis machine. 

[001 8] 3. The base sequence of the DNA probe (this may be called a "EV71 unique probe" for short 
below) which has a complementarity in the specific base sequence of the design and synthetic 
enterovirus 71 mold of a DNA probe can be designed by analyzing a specific array to EV71 under array 
shown by said array number 3 - the array number 21 . Similarly, the base sequence of the DNA probe 
(this may be called a "CA16 unique probe" for short below) which has a complementarity in the specific 
base sequence of Coxsackie A group virus 16 mold can be designed by analyzing a specific array to 
CA16 under array shown by said array number 22 - the array number 26. 

[0019] As an EV71 unique probe obtained in this way, the oligonucleotide shown by the array number 
32, the array number 34, the array number 36, the array number 38, the array number 39, or the array 
number 40 can be mentioned, for example, for example as the oligonucleotide shown by the array 
number 3 1 , the array number 33, the array number 35, the array number 37, or the array number 41 , and 
a CA16 unique probe. The oligonucleotide shown as an EV71 unique probe by the array number 32, the 
array number 39, and the array number 40 as the array number 31 and the array number 41, and a CA 16 
unique probe can be preferably mentioned among the above-mentioned human serum protein type 
unique probes. The above-mentioned DNA probe is model 381 -A, known the nucleic-acid-biosynthesis 
equipment usually used, for example, applied biotechnology systems company make, in itself With the 
solid phase synthesis method using a DNA synthesis machine etc., chemosynthesis can be carried out 
easily. 

[0020] 4. EV71 and CA16 can be judged using a human serum protein type [ in which the enterovirus 
71 mold and the coxsackie virus 16 mold carried out the mold differentiation above ] unique probe as 
follows. First, viral RNA is extracted from the virus isolation culture stock from the clinical specimen 
extracted at the time of a medical examination with a conventional method. The gene field which carries 
out the code of some 5'untranslation region [ of enterovirus / a part of], ****4, and ****2 proteins after 
compounding cDNA using said human serum protein type common primer from this extract RNA is 
amplified by said PCR method. Detection of Magnification DNA can separate Magnification DNA by 
agarose electrophoresis, can be made to be able to color it by UV irradiation etc. after dyeing with a 
suitable stain, for example, the ethidium bromide etc., and can be performed by checking the DNA band. 

[0021] For the DNA fragment amplified using said human serum protein type common primer, and 
detection of said human serum protein type unique DNA probe 71, i.e., EV, mold differentiation of 
EV71 and CA16 The array shown by the array number 31, the array number 33, the array number 35, 
the array number 37, and the array number 41 again for example, for detection of CA16 For example, 
the DNA probe produced by carrying out the indicator of the oligonucleotide which has the array shown 
by the array number 32, the array number 34, the array number 36, the array number 38, the array 
number 39, and the array number 40 It can be made to be able to hybridize with a conventional method 
on solid phase, and the class of human serum protein type unique DNA probe can be performed by 
carrying out detection analysis. 

[0022] Although association of DNA to a solid phase top can be performed by carrying out the chemical 
bond of the approach DNA, for example, the magnification, usually using known in itself with a 
conventional method to suitable solid phase, for example, a nylon membrane, after denaturalizing The 
approach (this may be called the "Southern-blotting method" for short below) of neutralizing the above- 
mentioned agarose gel preferably used in order to check Magnification DNA after denaturalizing, for 
example, fixing to a nylon membrane after transferring Magnification DNA is mentioned. 
[0023] The phosphorylation of 5'end can perform the indicator of a DNA probe using [gamma-32P] 
ATP and T-four polynucleotide kinase (Toyobo Co., Ltd. make). Moreover, detection of an indicator 
object can perform the autoradiography of the nylon membrane which performed hybridization with the 
DNA probe by which the indicator was carried out, and can be performed by investigating the existence 
of hybridization with each DNA probe. 
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[0024] Examples, such as a DNA fragment which can be amplified, are shown in drawing 1 7 using the 
field which carries out the code of some a part of gene field including above-mentioned human serum 
protein type specific DNA array of enterovirus used by this invention, i.e., 5 f untranslation region of 
enterovirus, ****4, and ****2 proteins, a human serum protein type common primer, a DNA probe, and 
this primer. As for the location (base pair number) of the gene field where double digits carry out the 
code of an array number and the ****4 protein with which a DNA probe combines the figure in ( ), the 
magnitude of the DNA fragment with which the figure in [ ] is amplified, and bp, a base pair is shown 
among drawing. 
[0025] 

[Example] Next, although an example is given and this invention is further explained to a detail, the 
following example is given only as an aid which acquires recognition concrete about this invention, and 
the range of this invention is not limited at all by this. 

[0026] Example 1 It experimented using the enterovirus separation stock and standard stock with which 
it dissociated from the patient of (Sequence A) use microorganism following of EV71 and CA16 
isolation-culture stock, and the human serum protein type was identified by the protection test using the 
specific antiserum. The standard stock used here is a virus standard stock by which subculture is carried 
out in the National Institute of Health. 
[0027] 

(1) Enterovirus separation stock Stock name (human serum protein type) Separation stage Coxsackie A 
group virus 1 6 mold (C A 1 6) 

1547/79 1979 4057/81 1981 0216/86 1986 0241/91 1991 Enterovirus 71 mold (EV71) 
NAGOYA/70 1970 0108/78 1978 3059/78 1978 3359/83 1983 4132/85 1985 T86236a/ 861986 years 
1091/89 1989 year 0445 / 90 1990 0004/78 1978 year 1096 / 86 1986 0872/89 1989 year 2587 / 89 1989 
2603/89 1989 year 0375 / 90 1990 2136/90 1990 year 2398 / 90 1990 4094 / 90 1990 0419/90 1990 
[0028] (2) Standard **** name (human serum protein type) Separation stage Coxsackie A group virus 
16 molds (CA16) 
Enterovirus 71 molds (EV71) 

[0029] (B) From the extract above-mentioned virus liquid of RNA, the SUMAI test R kit (Sumitomo 
Metal, Ltd. make) extracted RNA, and isopropanol precipitation was performed. 

(C) cDNA which originates in each virus using a reverse transcriptase (product made from 
GIBCO/BRL) by using as mold RNA obtained by the synthetic above-mentioned (B) term of cDNA was 
compounded. 

(D) the oligonucleotide shown by the synthetic array number 28 and the array number 29 of a primer for 
PCR - phospho friend DAIDO (Phosphoamidide) - law - applied biotechnology systems company 
make and model 381 -A It compounded using the DNA synthesis machine. The above-mentioned 
oligonucleotide was refined using the OPCTM cartridge, and it was used as a primer of PCR. 

[0030] (E) Targets DNA magnification (PCR method) 

Reaction mixture is 10mM(s) about final concentration. Tris-HCl (pH8.0), 50mM(s) KC1, 0.001% 
gelatin, 0.55mM MgC12, 0.05mM(s) In dNTPs and the solution made into the formamide 2.5% Above- 
mentioned oligonucleotide composition primer (array number 28 and array number 29; every 
50microM) every O.lmicrol, enterovirus cDNA compounded by the aforementioned (C) term lOOng- 
Imicrog and Taq polymerase (made in Japanese Roche) 0.125microl (0.625U) - adding - total 
50microl ** - what was carried out was prepared. PCR is 95-degree-C 30 seconds, and 55-degree-C 
reaction condition for 30 seconds, and amplified Target DNA using the amplification system 
(Amplification System; SHITASU) in 14 cycle. 

[0031] Furthermore, they are 10mM(s) about final concentration to the above-mentioned solution. Tris- 
HCl (pH8.0), 50mM(s) KC1, 0.001% gelatin, 2.35mM MgC12, 0.15mM(s) In dNTPs and the solution 
made into the formamide 2.5% Above-mentioned oligonucleotide composition primer (array number 28 
and array number 29; every 50microM) every l.Omicrol, Total SOmicrol which added Taq polymerase 
0.25microl (1 .25U) The solution was added and it amplified in 95-degree-C 30-second and 55-degree-C 
30 seconds, and 72-degree-C 45 seconds and 40 cycle. 
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[0032] (F) The ethidium bromide was added to agarose gel of 3.0% of checks of the magnification DNA 
by gel electrophoresis ml 0.5microg /, and electrophoresis of DNA amplified by the above-mentioned 

(E) term was performed. 254nm ultraviolet rays were irradiated after migration, the coloring reaction of 
the ethidium bromide detected the DNA band, and the target DNA band of about 650 bases originating 
in the gene field which carries out the code of a part of 5 ! untranslation region of enterovirus and some 
****4 and ****2 proteins was detected. 

[0033] (G) Centricon-100 (Amicon make) is used for the PCR product checked by the decision above 

(F) of the base sequence of ****4 field, and it is after purification and Dye DeoxyTM. The terminator 
method Cycle Sequencing It reacts and is model by applied biotechnology systems company 3 73 -A. The 
base sequence was determined using the DNA sequencer. By searching for the base sequence 
corresponding to the amino acid sequence which cuts ****4 known protein and ****2 known protein of 
the translation initiation codon in the determined base sequence, and enterovirus, the base sequence of 
the gene field which carries out the code of the ****4 protein was determined. The array which carries 
out the code of the ****4 protein of CA16 for the array which carries out the code of the ****4 protein 
of EV71 obtained in this way to the array number 3 - the array number 21 is shown in the array number 
22 - the array number 26. 

[0034] Example 2 It experimented using the 39 following kinds of human serum protein type 
enterovirus standard stocks by which subculture is carried out in the mold (differentiation A) use 
microorganism (1) standard stock National Institute of Health of EV71 and CA16. Each of such 
enteroviruses is standard stocks with which the human serum protein type is identified by the protection 
test which used the specific antiserum. 
[0035] 

A stock name (human serum protein type) A cable address The Coxsackie A group virus 2 molds CA2 
** 4** CA4 ** 6** CA6 ** 7**CA7 ** 9** CA9 ** 10 ** CA10 ** 16 ** CA16 **24** CA24 The 
Coxsackie B group virus 1 mold CB1 **2** CB2 ** 3** CB3** 4** CB4 ** 5** CB5 **6** CB6 
Echovirus 1 mold El **3 ** E3 ** 4** E4 ** 5** E5 ** 6** E6 ** 7** E7 ** 9** E9 ** 1 1 ** El 1 ** 
12** E12** 13** E13 ** 14** E14** 16**E16 ** 17** E17 **18** E18 ** 19 ** E19 **21** E21** 
22** E22 ** 24** E24 ** 25 ** E25 ** 30** E30 Enterovirus 70 mold EV70 ** 71 ** EV71 Poliovirus 
1 mold PV1 ** 2 ** PV2 ** 3 ** PV3 [0036] (2) It experimented using the enterovirus separation stock 
with which it dissociated from the patient of the enterovirus separation stock following, and the human 
serum protein type was identified by the protection test using the specific antiserum. 
[0037] 

Stock name Separation stage Coxsackie A group virus 16 mold (CA16) 

4057/81 1981 0843/87 1987 0071/88 1988 1045/90 1990 1051/90 1990 0241/90 1990 2500/92 1992 
enterovirus 71 mold (EV71) 

NAGOYA/70 1970 2105/73 1973 2089/73 1973 2146/73 1973 2203/73 1973 2377/73 1973 2381/73 In 
1973 0108/78 1978 3059/78 In 1978 0193/78 1978 0297/78 In 1978 0333/78 1978 0761/82 1982 year 
FE-27 1982 0272/83 1983 year FE-18 1983 FE-20 1983 4132/85 1985 0866/86 1986 0891/86 In 1986 
0948/86 1986 1025/86 In 1986 1027/86 1986 1079/86 1986 1096/86 1986 1163/86 1986 0460/87 1987 
0443/88 1988 2587/89 1989 2603 / 891989 years 2136/90 1990 2234/90 1990 2398/90 1990 0419/90 
1990 0445/90 1990 0189 / 901990 years 4094/90 1990 FE-45 1990 year FE-46 1990 T91-Y563 1991 
1264/92 1992 2326 / 921992 years 2909/93 1993 0089/93 1993 0133/93 1993 0136/93 1993 0146/93 
1993 2200/93 1993 year 0154/ 93 1993 0159/93 1993 2122/93 1993 2167/93 1993 2168/93 1993 
2173/93 1993 0565/93 1993 0630/93 In 1993 0679/93 1993 0702/93 In 1993 0724/93 1993 0748/93 In 
1993 0774/93 1993 0791/93 1993 yearFE-57 1993 T93-128 1993 yearT93-133 1993 T93-Y998 1993 
[0038] (B) As (B) - (F) term of an RNA extract, cDNA composition and magnification by PCR of an 
enterovirus gene, and its detection example 1 showed, RNA of the above-mentioned enterovirus 
standard stock and a separation stock was extracted, and magnification was checked in the 
electrophoresis using agarose gel after amplifying the part corresponding to a part of 5'untranslation 
region and some ****4 and ****2 proteins. In addition, it is Haelll of phixl74 phage as a marker. The 
decomposition product was migrated to coincidence. 



http://www4.ipdl.inpit.go.jp/cgi-bin/tran_web cgi ejje 



10/23/2007 



JP,08-173195,A [DETAILED DESCRIPTION] 



Page 7 of 15 



[0039] (C) The agarose gel used by the (B) term of the Southern blot technique example 2 for the check 
of Magnification DNA was put in for 30 minutes for 30 minutes with alkali denaturation liquid (0.5M 
NaOH, 1 .5M NaCl) after processing and with neutralization liquid (1 M Tris-HCl, 1 .5M NaCl), gel was 
returned to neutrality, and DNA was denatured. Furthermore, DNA which performed Southern blotting 
overnight and shifted to the nylon membrane with the conventional method was made to fix by 254nm 
1.2xl05micro JOULES/cm2 (UV stratalinkerTM; Stratagene make) of ultraviolet rays. 
[0040] (D) The base sequence [the array number 26 from the array number 3] of the DNA field which 
carries out the code of the ****4 protein of CA16 and EV71 shown by a design and the synthetic 
example 1 (G) term of a human serum protein type specific probe was analyzed, the array number 31 
and the array number 41, and the CA16 unique probe were designed like the array number 32, the array 
number 39, and the array number 40, and the EV71 unique-from these arrays probe compounded 
according to the example 1 (D) term. The phosphorylation of 5'end performed the indicator of the 
above-mentioned DNA probe using [gamma-32P] ATP and T-four polynucleotide kinase (Toyobo Co., 
Ltd. make). 

[0041] (E) The membrane produced by the hybridization above-mentioned example 2 (C) term is 1.0M 
NaCl and 50mM as reaction mixture. Tris-HCl (pH7.5), 0.5%PVP, 0.2% heparin, ImM It processed at 
50 degrees C for 1 hour using EDTA and 2%SDS, and pre hybridization was performed. Hybridization 
added the [gamma-32P] ATP indicator DNA probe compounded by the (D) term of an example 2 105 
cpm/ml to the above-mentioned hybridization solution, and made it react to it 50 degrees C for 4 hours. 
It washed at 50 degrees C in the 5xSSC-0.1%SDS solution, the membrane was washed twice at 50 
degrees C in the 2xSSC-0.1%SDS solution after 5 minutes and 2 times washing for 5 minutes, and the 
probe combined nonspecific was removed. After drying a nylon membrane, on the lap, after the room 
temperature performed a package and autoradiography for 15 minutes further for 45 minutes at -80 
degrees C, they were developed. 

[0042] Formation of the hybrid of the CA16 specific DNA probe (the array number 32, the array number 
38, and array number 39) and Magnification DNA which were obtained in this way is shown in drawing 
1 - drawing 8 , and the hybridization of an EV71 specific DNA probe (the array number 31 and array 
number 41) and Magnification DNA is shown in drawing 9 - drawing 16 . The passage clear from 
drawing, all EV71 separation stocks react to an EV71 specific DNA probe, and all CA16 separation 
stocks react to a CA16 specific DNA probe, and there is no cross reaction between a human serum 
protein type specific DNA probe and DNA obtained from the enterovirus standard stock of each human 
serum protein type, and it became clear that this was specific association. According to the approach of 
this invention the above-mentioned passage, CA16 and EV71 can discriminate with high precision. 
[0043] 

[Layout Table] 

array number: - die-length [ of one array ]: - mold [ of 69 arrays ]: - amino acid topology: - Ggg of 
under the information following array of straight chain-like others, and the 3rd amino acid number Ser 
Or Thr being shown - Hhh of the 7th amino acid number Ala Or Thr It is shown and is the 9th amino 
acid number. Iii Arg or - Xaa - being shown - Jjj of the 17th amino acid number Asn or - Xaa - 
being shown - Kkk of the 3 1 st amino acid number Asn Or Xaa being shown - LU of the 34th amino 
acid number Lys Or Xaa being shown ~ Mmm of the 35th amino acid number Asp Or Xaa being shown 
- Nnn of the 43rd amino acid number Lys Or Xaa being shown ~ Ooo of the 47th amino acid number 
Lys or Xaa being shown - Ppp of the 49th amino acid number Asp or Xaa It is shown and is Qqq of the 
53rd amino acid number. Phe or Xaa It is shown and is Rrr of the 54th amino acid number. Ala Or Gly 
Or Xaa It is shown and is Sss of the 55th amino acid number. Asn Or Xaa It is shown. 
Array Met Gly Ggg Gin Val Ser Hhh Gin Iii Ser Gly Ser His Glu Asn Ser 5 10 15 Jjj Ser Ala Thr Glu 
Gly Ser Thr He Asn Tyr Thr Thr lie Kkk Tyr 20 25 30 TyrLll Mmm Ser Tyr Ala Ala Thr Ala Gly Nnn 
Gin Ser Leu Ooo Gin 35 40 45 Ppp Pro Asp Lys Qqq Rrr Sss Pro Val Lys Asp He Phe Thr Glu Met 50 
55 60Ala Ala Pro Leu Lys 65 [0044] array number: - die-length [ of two arrays ]: - mold [ of 69 
arrays ]: - amino acid topology: - Aaa of under the information following array of straight chain-like 
others, and the 9th amino acid number Arg Or Xaa being shown - Bbb of the 19th amino acid number 
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Ala Or Xaa being shown ~ Ccc of the 21st amino acid number Glu Or Xaa It is shown and is Ddd of the 
23rd amino acid number. Ser Or Thr It is shown and is Eee of the 24th amino acid number. Thr Or Xaa 
It is shown and Fff of the 29th amino acid number is Thr. Or Pro It is shown. 

Array Met Gly Ser Gin Val Ser Thr Gin Aaa Ser Gly Ser His Glu Asn Ser 5 10 15 Asn Ser Bbb Ser Ccc 
Gly Ddd Eee He Asn Tyr Thr Fff lie Asn Tyr 20 25 30 TyrLys Asp Ala Tyr Ala Ala Ser Ala Gly Arg 
Gin Asp Met Ser Gin 35 40 45 Asp Pro Lys Lys Phe Thr Asp Pro Val Met Asp Val lie His Glu Met 50 
55 60 Ala Pro ProLeu Lys 65 [0045] array number: -- die-length [ of three arrays ]: - mold [ of 207 
arrays ]: ~ number [ of nucleic-acid chains ]: - single strand topology: ~ class [ of straight chain-like 
array ]: - cDNA to genomic RNA origin living thing name: - 71 shares of enterovirus enterovirus type 
name: — the description description of a BrCr array The notation:CDS existence location to express : 1 - 
207 description The 1 -207th base sequence array ATG GGC TCC CAG GTC TCC ACA CAG CGA 
TCC GGC TCG CAT GAG AAT TCC of the gene field which carries out the code of the ****4 
determined protein of information enterovirus 71 mold besides approach:E 48 Met Gly Ser Gin Val Ser 
Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 1015 AAC TCA GCC ACG GAA GGC TCC ACT ATA 
AAT TAC ACA ACC ATT AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr He 
Asn Tyr 20 25 30 TAC AAA GAC TCG TAT GCT GCC ACT GCT GGA AAG CAA AGT CTC AAA 
CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCT GAC 
AAG TTT GCG AAC CCT GTG AAG GAC ATC TTT ACT GAA ATG 192 Asp Pro Asp Lys Phe Ala 
Asn Pro Val Lys Asplle Phe Thr Glu Met 50 55 60 GCA GCG CCC TTA AAG 207 Ala AlaPro Leu Lys 
65 [0046] array number: ~ die-length [ of four arrays ]: ~ mold [ of 207 arrays ]: ~ number [ of nucleic- 
acid chains ]: - single strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic RNA 
origin living thing name: ~ 71 shares of enterovirus type name: ~ the description description of 
NAGOYA/70 array The notation:CDS existence location to express : 1 -207 description The 1 -207th 
base sequence array ATG GGT TCA CAA GTG TCT ACT CAG CGG TCC GGC TCC CAC GAG 
AAT TCC of the gene field which carries out the code of the ****4 determined protein of information 
en TEROUISURU71 mold besides approach:E 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser 
His Glu Asn Ser 5 1 01 5 AAT TCA GCT ACA GAA GGT TCC ACC ATT AAT TAC ACT ACT ATC 
AAT TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAC AAG 
GAC TCT TAT GCT GCC ACA GCA GGC AAG CAG AGC CTC AAA CAA 144 Tyr Lys Asp Ser 
Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAC CCT GAC AAG TTT GGC AAT 
CCT GTC AAG GAC ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys Phe Gly Asn Pro Val Lys 
Asplle Phe Thr Glu Met 50 55 60 GCG GCG CCA CTG AAG 207 Ala Ala Pro Leu Lys 65 [0047] array 
number: — die-length [ of five arrays ]: ~ mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: ~ 
single strand topology: - class [ of straight chain-like array ]: ~ cDNA to genomic RNA origin living 
thing name: - 71 shares of enterovirus type name: - the description description of 0108/78 array The 
notation:CDS existence location to express : 1 -207 description The 1 -207th base sequence array ATG 
GGT TCA CAA GTG TCT ACT CAG CGG TCC GGC TCC of the gene field which carries out the 
code of the ****4 determined protein of information enterovirus 71 mold besides approach:E CAC 
GAG AAT TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAT 
TCA GCT ACA GAA GGC TCC ACC ATC AAT TAC ACT ACC ATC AAC TAT 96 Asn Ser Ala 
Thr Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAC TCT TAT GCT GCC 
ACA GCAGGT AAG CAG AGC CTC AAA CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys 
Gin Ser LeuLys Gin 35 40 45 GAC CCT GAC AAG TTT GCT AAT CCT GTC AAG GAC ATT TTC 
ACT GAA ATG 192 Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp lie Phe Thr Glu Met 50 55 60 
GCC GCG CCA CTG AAG 207 Ala Ala Pro Leu Lys65 [0048] array number: ~ die-length [ of six 
arrays ]: ~ mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: — single strand topology: ~ class 
[ of straight chain-like array ]: ~ cDNA to genomic RNA origin living thing name: -- enterovirus type 
71 -share name: ~ the description description of 3059/73 array The notation:CDS existence location to 
express : 1 -207 description The 1 -207th base sequence arrays ATG of the gene field which carries out 
the code of the ****4 determined protein of information enterovirus 71 mold besides approach:E GGT 
TCA CAA GTG TCT ACT CAG CGG TCC GGC TCC CAC GAG AAT TCT 48 Met Gly Ser Gin Val 
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Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 1 5 AAT TCA GCT ACA GAA GGC TCC ACC 
ATT AAT TAC ACT ACC ATC AAC TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr 
He Asn Tyr 20 25 30 TAC AAG GAC TCT TAT GCT GCC ACA GCA GGC AAG CAG AGC CTT 
AAA CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gln35 40 45 GAC CCT 
GAC AAG TTT GCT AAT CCT GTC AAG GAC ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys 
Phe Ala Asn Pro Val Lys Asp lie Phe Thr Glu Met 50 55 60 GCC GCG CCA CTG AAG 207Ala Ala 
Pro LeuLys 65 [0049] array number: -- die-length [ of seven arrays ]: - mold [ of 207 arrays ]: - 
number [ of nucleic-acid chains ]: -- single-strand topology: - class [ of straight chain-like array ]: - 
cDNA to genomic RNA origin living thing name: - 71 shares of enterovirus type name: - 
notation:CDS existence location: showing the description description of 0004/78 array - the 1 -207th 
base sequences of the gene field which carries out the code of the ****4 protein of information 
enterovirus 71 mold besides approach: E which determined 1 -207 description Array ATG GGA TCG 
CAG GTG TCC ACA CAA CGC TCT GGT TCG CAT GAA AAT TCT 48 Met Gly Ser Gin Val Ser 
Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAT TCA GCC ACT GAA GGT TCC ACT ATA 
AAC TAC ACC ACC ATC AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr He 
Asn Tyr 20 25 30 TAT AAG GAC TCT TAT GCC GCT ACA GCA GGC AAA CAG AGC CTT AAG 
CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA 
GAC AAG TTT GCA AAT CCC GTT AAA GAT ATT TTC ACT GAG ATG 192 Asp Pro Asp Lys 
Phe Ala Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCG GCA CCA CTG AAA 207Ala Ala 
Pro Leu Lys 65 [0050] array number: » die-length [ of eight arrays ]: ~ mold [ of 207 arrays ]: ~ 
number [ of nucleic-acid chains ]: — single strand topology: - class [ of straight chain-like array ]: — 
cDNA to genomic RNA origin living thing name: ~ 71 shares of enterovirus type name: ~ the 
description description of 3359/83 array The notation:CDS existence location to express : 1 -207 
description The 1 -207th base sequence array ATG GGT TCA CAA GTA TCC ACT CAG CGG TCC 
GGC TCC of the gene field which carries out the code of the ****4 determined protein of information 
enterovirus 71 mold besides approach:E CAC GAG AAT TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg 
Ser Gly Ser His Glu Asn Ser 5 10 1 5 AAT TCA GCT ACA GAA GGC TCC ACC ATT AAT TAC 
ACT ACT ATC AAC TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 
30 TAC AAG GAC TCT TAT GCT GCC ACA GCA GGC AAA CAG AGCCTC AAA CAA 144 Tyr 
Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu LysGln 35 40 45 GAC CCC GAC AAG TTT 
GCT AAT CCT GTC AAG GAC ATT TTC ACT GAA ATG 192 Asp Pro Asp LysPhe Ala Asn Pro 
Val Lys Asp He Phe Thr Glu Met 50 55 60 GCG GCG CCG CTGAAG 207 Ala Ala Pro Leu Lys65 
[0051] array number: - die-length [ of nine arrays ]: ~ mold [ of 207 arrays ]: ~ number [ of nucleic- 
acid chains ]: - single-strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic 
RNA origin living thing name: ~ 71 shares of enterovirus type name: ~ notation:CDS existence 
location: showing the description description of 4132/85 array » the 1 -207th base sequences of the gene 
field which carries out the code of the ****4 protein of information enterovirus 71 mold besides 
approach.E which determined 1 -207 description Array ATG GGC TCA CAA GTG TCT ACT CAG 
CGA TCC GGC TCC CAC GAG AAT TCC 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His 
Glu Asn Ser 5 10 15 ANT TCA GCT ACA GAA GGC TCC ACC ATT AAT TAC ACT ACC ATC 
ANC TAT 96 Xaa Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr He Xaa Tyr 20 25 30 TAC ANA 
GNC TCT TAT GCT GCA ACA GCA GGC ANA CAG AGY CTT AM A CAA 144 Tyr Xaa Xaa Ser 
Tyr Ala Ala Thr Ala Gly Xaa Gin Ser Leu Xaa Gin 35 40 45 GMC CCT GAT AAG TKT GCT AMT 
CCT GTC AAG GAC ATT TTC ACT GAA ATG 192 Xaa Pro Asp Lys Xaa Ala Xaa Pro Val Lys Asp 
lie Phe Thr Glu Met 50 55 60 GCC GCG CCA CTA AAA 207 Ala Ala Pro Leu Lys65 [0052] array 
number: ~ die-length [ of ten arrays ]: ~ mold [ of 207 arrays ]: ~ number [ of nucleic-acid chains ]: ~ 
single strand topology: - class [ of straight chain-like array ]: ~ cDNA to genomic RNA origin living 
thing name: - 71 shares of enterovirus type name: - the description description of a T86236a array The 
notation:CDS existence location to express : 1 -207 description The 1 -207th base sequence array ATG 
GGT ACA CAA GTA TCC ACT CAG SGG TCC GGC TCC of the gene field which carries out the 
code of the ****4 determined protein of information enterovirus 71 mold besides approach:E CAC 
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GAG AAT TCT 48 Met Gly Thr Gin Val Ser Thr Gin Xaa Ser Gly Ser His Glu Asn Ser 5 10 1 5 AAT 
TCA GCT ACA GAA GGC TCC ACC ATT AAC TAC ACT ACT ATC AAC TAT 96 Asn Ser Ala 
Thr Glu Gly Ser Thr lie Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAC TCTTAT GCT GCT 
ACA GCAGGC AAA CAG AGC CTCAAA CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys 
Gin Ser Leu Lys Gin 35 40 45 GAC CCC GAC AAG TTT GCT AAT CCT GTC AAG GAC ATTTTT 
ACT GAA ATG 192 Asp Pro Asp Lys PheAla Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 
GCG GCG CCA CTG AAG207Ala AlaPro Leu Lys 65 [0053] array number: -- die-length [ of 1 1 
arrays ]: - mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: — single-strand topology: ~ class 
[ of straight chain-like array ]: ~ cDNA to genomic RNA origin living thing name: -71 shares of 
enterovirus type name: ~ notation:CDS existence location: showing the description description of 
1096/86 array — the 1 -207th base sequences of the gene field which carries out the code of the ****4 
protein of information enterovirus 71 mold besides approach:E which determined 1 -207 description 
Array ATG GGC TCA CAG GTG TCC ACA CAA CGC TCC GGT TCG CAT GAA AAC TCT 48 
Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAC TCA GCT ACT GAG 
GGC TCC ACC ATA AAC TAT ACT ACC ATC AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He 
Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAC AAG GAC TCC TAT GCC GCC ACA GCA GGC AAA 
CAG AGC CTT AAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 
40 45 GAT CCA GAT AAG TTT GCG AAT CCT GTC AAG GAT ATT TTC ACT GAA ATG 192 
Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp lie Phe Thr Glu Met 50 55 60 GCA GCG CCA CTA 
AAG 207 Ala Ala Pro Leu Lys65 [0054] array number: - die-length [ of 12 arrays ]: - mold [ of 207 
arrays ]: - number [ of nucleic-acid chains ]: ~ single strand topology: - class [ of straight chain-like 
array ]: - cDNA to genomic RNA origin living thing name: - 71 shares of enterovirus type name: - the 
description description of 1091/89 array The notation:CDS existence location to express : 1 -207 
description The 1 -207th base sequence array ATG GGT TCA CAA GTG TCT GCT CAG CGA TCC 
GGC TCC of the gene field which carries out the code of the ****4 determined protein of information 
enterovirus 71 mold besides approach:E CAC GAG AAT TCC 48 Met Gly Ser Gin Val Ser Ala Gin 
Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAT TCA GCT ACA GAA GGC TCC ACC ATT AAT TAC 
ACT ACC ATC AAC TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 
30 TAC AAA GAC TCTTAT GCT GCA ACA GCAGGC AAA CAG AGC CTCAAA CAA 144 Tyr 
Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAC CCT GAT AAG TTT 
GCT AAC CCT GTC AAG GAT ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys PheAla Asn Pro Val 
Lys Asp lie Phe Thr Glu Met 50 55 60 GCT GCG CCA CTG AAG207Ala AlaPro Leu Lys 65 [0055] 
array number: - die-length [ of 1 3 arrays ]: ~ mold [ of 207 arrays ]: - number [ of nucleic-acid 
chains ]: -- single-strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic RNA 
origin living thing name: - enterovirus type 71 share name: - notation:CDS existence location: showing 
the description description of 0872/89 array - the 1 -207th base sequences of the gene field which carries 
out the code of the ****4 protein of information enterovirus 71 mold besides approach:E which 
determined 1 -207 description Array ATG GGC TCA CAG GTG TCC ACA CAA CGC TCC GGT 
TCG CAT GAA AAC TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 
1 5 AAC TCA GCT ACT GAG GGT TCC ACC ATA AAC TAT ACC ACC ATT AAT TAC 96 Asn 
Ser Ala Thr Glu Gly Ser Thr He Asn Tyr ThrThr He Asn Tyr 20 25 30 TAC AAG GAC TCC TATGCT 
GCC ACA GCA GGC AAA CAG AGC CTT AAA CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly 
Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA GAT AAG TTT GCA AAT CCT GTC AAA GAT ATT 
TTC ACT GAA ATG 1 92 Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 
60 GCA GCG CCA CTA AAG 207 Ala Ala Pro Leu Lys65 [0056] array number: - die-length [ of 14 
arrays ]: -- mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: ~ single strand topology: ~ class 
[ of straight chain-like array ]: - cDNA to genomic RNA origin living thing name: ~ 71 shares of 
enterovirus type name: ~ the description description of 2587/89 array The notation:CDS existence 
location to express : 1 -207 description The 1 -207th base sequence array ATG GGC TCA CAG GTG 
TCC ACA CAA CGC TCC GGT TCG of the gene field which carries out the code of the ****4 
determined protein of information enterovirus 71 mold besides approach:E CAT GAA AAC TCT 48 
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Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 1 0 15 AAC TCA GCT ACT GAG 
GGT TCC ACC ATA AAC TAC ACT ACC ATT AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He 
Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAC TCCTAT GCC GCC ACA GCAGGC AAA 
CAG AGC CTTAAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 
40 45 GAT CCA GAT AAG TTT GCAAAT CCT GTC AAG GAT ATT TTC ACT GAA ATG 192 
Asp Pro Asp Lys PheAla Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCA GCG CCA CTA 
AAG207Ala Ala Pro Leu Lys 65 [0057] array number: - die-length [ of 15 arrays ]: -- mold [ of 207 
arrays ]: - number [ of nucleic-acid chains ]: ~ single-strand topology: « class [ of straight chain-like 
array ]: - cDNA to genomic RNA origin living thing name: -71 shares of enterovirus type name: ~ 
notation:CDS existence location: showing the description description of 2603/89 array - the 1 -207th 
base sequences of the gene field which carries out the code of the ****4 protein of information 
enterovirus 71 mold besides approach:E which determined 1 -207 description Array ATG GGC TCA 
CAG GTG TCC ACA CAA CGC TCC GGT TCG CAT GAA AAC TCT 48 Met Gly Ser Gin Val Ser 
Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAC TCA GCT ACT GAG GGT TCC ACC ATA 
AAC TAT ACC ACC ATT AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr He Asn 
Tyr 20 25 30 TAC AAG GAC TCC TAT GCT GCC ACA GCA GGC AAA CAG AGC CTT AAA 
CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA 
GAT AAG TTT GSA AAT CCT GTC AAA GAT ATT TTC ACT GAA ATG 1 92 Asp Pro Asp Lys 
Phe Xaa Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCA GCG CCA CTA AAG207Ala 
AlaPro Leu Lys 65 [0058] array number: - die-length [ of 16 arrays ]: - mold [ of 207 arrays ]: ~ 
number [ of nucleic-acid chains ]: - single strand topology: - class [ of straight chain-like array ]: - 
cDNA to genomic RNA origin living thing name: - 71 shares of enterovirus type name: - the 
description description of 0445/90 array The notation:CDS existence location to express : 1 -207 
description The 1 -207th base sequence array ATG GGT TCA CAA GTG TCT GCT CAG CGA TCC 
GGC TCC of the gene field which carries out the code of the ****4 determined protein of information 
enterovirus 71 mold besides approach:E CAC GAG AAC TCC 48 Met Gly Ser Gin Val Ser Ala Gin 
Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAT TCA GCT ACA GAA GGC TCC ACC ATT AAT TAC 
ACT ACC ATC AAC TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 
30 TAC AAA GAC TCTTAT GCT GCA ACA GCAGGC AAA CAG AGC CTCAAA CAA 144 Tyr 
Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAC CCT GAT AAG TTT 
GCT AAC CCT GTC AAG GAT ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys PheAla Asn Pro Val 
Lys Asp He Phe Thr Glu Met 50 55 60 GCT GCG CCA CTG AAG207Ala AlaPro Leu Lys 65 [0059] 
array number: « die-length [ of 1 7 arrays ]: - mold [ of 207 arrays ]: - number [ of nucleic-acid 
chains ]: - single-strand topology: - class [ of straight chain-like array ]: ~ cDNA to genomic RNA 
origin living thing name: - 71 shares of enterovirus type name: ~ notation:CDS existence location: 
showing the description description of 0375/90 array — the 1 -207th base sequences of the gene field 
which carries out the code of the ****4 protein of information enterovirus 71 mold besides approach:E 
which determined 1 -207 description Array ATG GGC TCA CAG GTG TCC ACA CAA CGC TCC 
GGT TCG CAT GAA AAC TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 
5 10 15 AAC TCA GCT ACT GAG GGT TCC ACC ATA AAC TAT ACC ACC ATT AAT TAC 96 
Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAC AAG GAC TCC TAT 
GCT GCC ACA GCA GGC AAA CAG AGC CTT AAA CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr 
Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA GAT AAG TTT GCA AAT CCT GTC AAA 
GAT ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp He Phe Thr Glu 
Met 50 55 60 GCA GCG CCA CTA AAG 207Ala Ala Pro Leu Lys65 [0060] array number: ~ die- 
length [ of 18 arrays ]: - mold [ of 207 arrays ]: ~ number [ of nucleic-acid chains ]: - single strand 
topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic RNA origin living thing name: ~ 
71 shares of enterovirus type name: ~ the description description of 2136/90 array The notation:CDS 
existence location to express : 1 -207 description The 1 -207th base sequence array ATG GGC TCA 
CAG GTG TCC ACA CAA CGC TCC GGC TCA of the gene field which carries out the code of the 
****4 determined protein of information enterovirus 71 mold besides approach:E CAT GAA AAC TCT 



http://www4.ipdl.inpit.go.jp/cgi-bin/tran web cgi ejje 



10/23/2007 



JP,08-173195,A [DETAILED DESCRIPTION] 



Page 12 of 15 



48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAC TCA GCC ACT 
GAG GGC TCC ACC ATA AAC TAC ACT ACT ATT AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser 
Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAC TCCTAT GCC GCT ACA GCAGGC 
AAA CAG AGC CTCAAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys 
Gin 35 40 45 GAT CCA GAT AAG TTT GCAAAT CCT GTC AAA GAT ATT TTC ACT GAA ATG 
192 Asp Pro Asp Lys PheAla Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCA GCG CCA 
CTA AAG207Ala AlaPro Leu Lys 65 [0061] array number: -- die-length [ of 19 arrays ]: -- mold [ of 
207 arrays ]: -- number [ of nucleic-acid chains ]: ~ single strand topology: ~ class [ of straight chain- 
like array ]: - cDNA to genomic RNA origin living thing name: - 71 shares of enterovirus type name: - 
- the description description of 2398/90 array The notation:CDS existence location to express : 1 -207 
description The 1 -207th base sequence array ATG GGC TCA CAG GTG TCC ACA CAA CGC TCC 
GGC TCA of the gene field which carries out the code of the ****4 determined protein of information 
enterovirus 71 mold besides approach:E CAT GAA AAC TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg 
Ser Gly Ser His Glu Asn Ser 1 0 AAC TCA GCT ACT GAG GGC TCC ACC ATA AAC TAC ACT 
ACT ATT AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr IleAsn Tyr 20 30 TAC 
AAG GAC TCC TAT GCC-GCT-ACA-GCA-GGC AAA CAG AGC CTC AAG CAG 144Tyr Lys Asp 
Ser Tyr Ala Ala-Thr-Ala-Gly-Lys-Gln-Ser-Leu-Lys-Gln 40 GAT CCA GAT AAG TTT GCA AAT 
CCT GTC AAA GAT ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp 
He Phe Thr Glu Met 50 60 GCA GCG CCA CTA AAG 207 Ala Ala Pro Leu Lys 65 [0062] array 
number: - die-length [ of 20 arrays ]: - mold [ of 207 arrays ]: ~ number [ of nucleic-acid chains ]: - 
single strand topology: « class [ of straight chain-like array ]: - cDNA to genomic RNA origin living 
thing name: -- enterovirus type 71 -share name: - the description description of 4094/90 array The 
notation:CDS existence location to express : 1 -207 description The 1 -207th base sequence arrays ATG 
of the gene field which carries out the code of the ****4 determined protein of information enterovirus 
71 mold besides approach:E GGC TCA CAG GTG TCC ACA CAG CGC TCC GGC TCG CAT GAA 
AAC TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAC TCA 
GCT ACC GAG GGC TCC ACC ATA AAC TAC ACT ACC ATT AAT TAC 96 Asn Ser Ala Thr Glu 
Gly Ser Thr He Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAC AAG GAC TCC TAT GCC GCT ACA 
GCA GGC AAA CAGAGT CTT AAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin 
Ser Leu Lys Gin 35 40 45 GAT CCA GAC AAG TTT GCA AAT CCT GTC AAA GAT ATTTTC 
ACT GAA ATG 1 92 Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 
GCA GCG CCA CTA AAA 207 Ala Ala Pro LeuLys 65 [0063] array number: ~ die-length [ of 21 
arrays ]: ~ mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: - single strand topology: ~ class 
[ of straight chain-like array ]: ~ cDNA to genomic RNA origin living thing name: -- 71 shares of 
enterovirus type name: ~ the description description of 0419/90 array The notation:CDS existence 
location to express : 1 -207 description The 1 -207th base sequence array ATG GGC TCA CAG GTG 
TCC ACG CAA CGC TCC GGC TCG of the gene field which carries out the code of the ****4 
determined protein of information enterovirus 71 mold besides approach:E CAT GAA AAC TCT 48 
Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 1 5 AAT TCA GCT ACT GAG 
GGC TCC ACC ATA AAC TAT ACC ACC ATT AAT TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He 
Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAC TCCTAT GCC GCC ACA GCAGGC AAA 
CAG AGT CTT AAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 
40 45 GAT CCA GAC AAG TTT GCAAAT CCT GTC AAA GAT ATT TTC ACT GAA ATG 192 
Asp Pro Asp Lys PheAla Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCT GCG CCA CTA 
AAG207Ala Ala Pro Leu Lys 65 [0064] array number: - die-length [ of 22 arrays ]: - mold [ of 207 
arrays ]: ~ number [ of nucleic-acid chains ]: - single strand topology: ~ class [ of straight chain-like 
array ]: ~ cDNA to genomic RNA origin living thing name: ~ 16 shares of entrovirus coxsackievirus A 
name: - the description description of G10 array The notation:CDS existence location to express : 1 - 
207 description The 1 -207th base sequence array ATG GGG TCA CAA GTC TCA ACC CAA CGA 
TCG GGT of the gene field which carries out the code of the ****4 determined protein of information 
Coxsackie A group virus 16 mold besides approach:E TCC CAC GAA AAT TCG 48 Met Gly Ser Gin 



http://www4.ipdl.inpit.go.jp/cgi-bin/tran_web_cgi_ejje 



10/23/2007 



JP,08-173195,A [DETAILED DESCRIPTION] 



Page 13 of 15 



Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAC TCA GCA TCA GAA GGA TCT ACT 
ATA AAC TAC ACC ACC ATC AAC TAT 96 Asn Ser Ala Ser Glu Gly Ser Thrlle Asn Tyr Thr Thrlle 
Asn Tyr 20 25 30 TAC AAG GAT GCA TAT GCT GCC AGC GCG GGT CGC CAA GAT ATG TCT 
CAG 144 Tyr Lys Asp Ala Tyr Ala Ala Ser Ala Gly Arg Gin Asp Met SerGln 35 40 45 GAC CCTAAG 
AAA TTC AC A GAC CCT GTG ATG GAT GTC ATA CAC GAG ATG 192 Asp Pro Lys LysPhe Thr 
Asp Pro Val Met Asp Val He His Glu Met 50 55 60 GCT CCT CCC TTG AAA 207 Ala Pro Pro Leu 
Lys65 [0065] array number: -- die-length [ of 23 arrays ]: - mold [ of 207 arrays ]: - number [ of 
nucleic-acid chains ]: - single strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to 
genomic RNA origin living thing name: ~ 16 shares of coxsackievirus A name: — the description 
description of 1547/79 array The notation:CDS existence location to express : 1 -207 description The 1- 
207th base sequence array ATG GGG TCA CAG GTT TCC ACT CAG CGG TCT GGG of the gene 
field which carries out the code of the ****4 determined protein of information Coxsackie A group virus 
16 mold besides approach:E TCA CAT GAG AAC TCA48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser 
Gly Ser His Glu Asn Ser 5 1 0 1 5 AAC TCT GCA TCG GAG GGT TCA ACT ATA AAT TAT ACA 
ACC ATA AAT TAC 96 Asn Ser Ala Ser Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 30 
TAT AAG GAT GCA TAT GCT GCA AGT GCGGGG CGC CAG GAT ATGTCC CAA 144 Tyr Lys 
Asp Ala Tyr Ala Ala Ser Ala Gly Arg Gin Asp MetSer Gin 35 40 45 GAC CCG AAG AAA TTT 
ACCGAT CCT GTT ATG GAC GTT ATA CAT GAG ATG 192 Asp Pro Lys Lys Phe Thr Asp Pro 
Val Met Asp Val He His Glu Met 50 55 60 GCT CCA CCA CTT AAA 207 Ala Pro Pro Leu Lys65 
[0066] array number: - die-length [ of 24 arrays ]: -- mold [ of 207 arrays ]: ~ number [ of nucleic-acid 
chains ]: - single-strand topology: -- class [ of straight chain-like array ]: - cDNA to genomic RNA 
origin living thing name: — 16 shares of coxsackievirus A name: - notation:CDS existence location: 
showing the description description of 4057/81 array - the 1 -207th base sequences of the gene field 
which carries out the code of the ****4 protein of information Coxsackie A group virus 16 mold besides 
approach:E which determined 1 -207 description Array ATG GGG TCA CAG GTC TCC ACT CAG 
CGG TCT GGG TCA CAT GAG AAC TCA 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His 
Glu Asn Ser 5 10 15 AAC TCT GCA TCG GAG GGT TCA ACT ATA AAT TAC ACA ACC ATA 
AAT TAC 96 Asn Ser Ala Ser Glu Gly Ser Thr He Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAT AAG 
GAT GCA TAT GCT GCA AGT GCG GGG CGC CAG GAT ATG TCC CAA 144 Tyr Lys Asp Ala 
Tyr Ala Ala Ser Ala Gly Arg Gin Asp Met Ser Gin 35 40 45 GAC CCG AAG AAA TTT ACC GAT 
CCT GTC ATG GAC GTT ATA CAT GAG ATG 1 92 Asp Pro Lys Lys Phe Thr Asp Pro Val Met Asp 
Val He His Glu Met 50 55 60 GCT CCA CCA CTC AAA 207 Ala Pro Pro Leu Lys65 [0067] array 
number: - die-length [ of 25 arrays ]: - mold [ of 207 arrays ]: « number [ of nucleic-acid chains ]: - 
single strand topology: ~ class [ of straight chain-like array ]: - cDNA to genomic RNA origin living 
thing name: - 16 shares of coxsackievirus A name: ~ the description description of 0216/86 array The 
notation:CDS existence location to express : 1 -207 description The 1 -207th base sequence array ATG 
GGG TCA CAG GTC TCC ACT CAG SGG TCT GGG of the gene field which carries out the code of 
the ****4 determined protein of information Coxsackie A group virus 16 mold besides approach:E TCA 
CAC GAA AAC TCA48 Met Gly Ser Gin Val Ser Thr Gin Xaa Ser Gly Ser His Glu Asn Ser 5 1 0 1 5 
AAC TCT GYA TCG glass fiber reinforced gypsum GGT ACA WCT ATA AAT TAC ACA CCC 
ATA AAT TAC 96 Asn Ser Xaa Ser Xaa Gly Thr Xaa He Asn Tyr Thr Prolle Asn Tyr 20 25 30 TAT 
AAG GAT GCA TAT GCT GCA AGT GCG GGACGM CAG GAT ATGTCC CAG 144 Tyr Lys Asp 
Ala Tyr Ala Ala Ser Ala Gly Arg Gin Asp MetSer Gin 35 40 45 GAC CCG AAG AAA TTC ACCGAT 
CCT GTC ATG GAC GTT ATA CAT GAG ATG 192 Asp Pro Lys Lys Phe Thr Asp Pro Val Met Asp 
Val He His Glu Met 50 55 60 GCT CCA CCG CTC AAA 207Ala Pro Pro Leu Lys65 [0068] array 
number: - die-length [ of 26 arrays ]: ~ mold [ of 207 arrays ] : - number [ of nucleic-acid chains ]: ~ 
single-strand topology: ~ class [ of straight chain-like array ]: - cDNA to genomic RNA origin living 
thing name: - 16 shares of coxsackievirus A name: - notation:CDS existence location: showing the 
description description of 0241/91 array — the 1 -207th base sequences of the gene field which carries 
out the code of the ****4 protein of information Coxsackie A group virus 16 mold besides approach:E 
which determined 1 -207 description Array ATG GGG TCA CAG GTC TCC ACT CAA CGG TCT 
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GGG TCA CAT GAG AAC TCA 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn 
Ser 5 1 0 1 5 AAC TCA GC A TCA GAG GGT TCA ACT ATA AAT T AC AC A ACC ATA AAT TAC 
96 Asn Ser Ala Ser Glu Gly Ser Thr He Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAT AAA GAT GCA 
TAT GCT GCG AGT GCG GGG CGC CAG GAT ATG TCC CAA 144 Tyr Lys Asp Ala Tyr Ala Ala 
Ser Ala Gly Arg Gin Asp Met Ser Gin 35 40 45 GAT CCG AAG AAA TTT ACC GAT CCT GTT ATG 
GAT GTT ATA CAC GAG ATG 192 Asp Pro Lys Lys Phe Thr Asp Pro Val Met Asp Val He His Glu 
Met 50 55 60 GCT CCA CCA CTC AAA 207 Ala Pro Pro LeuLys 65 [0069] array number: die-length 
[ of 27 arrays ]: — mold [ of 16 arrays ]: - number [ of nucleic-acid chains ]: ~ single strand topology: — 
nucleic acid besides class: of a straight chain-like array A part of information enterovirus of 
5'untranslation region besides a synthetic DNA Array array CTACTTTGGG TGTCCG which has a 
complementarity in antigenomic sense RNA 16 [0070] array number: — die-length [ of 28 arrays ]: - 
mold [ of 20 arrays ]: — number [ of nucleic-acid chains ]: — single strand topology: — nucleic acid 
besides class: of a straight chain-like array A part of gene field which carries out the code of the ****2 
protein of information enterovirus besides a synthetic DNA Array which has a complementarity in 
genomic sense RNA. Q of the 6th base number shows T or C during an array, and N of the 18th base 
number shows A, C, G, or T. 

Array GGTAAQTTCC ACCACCANCC 20 [0071] array number: - die-length [ of 29 arrays ]: - mold 
[ of 20 arrays ]: — number [ of nucleic-acid chains ]: — single strand topology: — nucleic acid besides 
class: of a straight chain-like array A part of information enterovirus of 5'untranslation region besides a 
synthetic DNA Array array CATCTTTGGG TGTCCGTGTT which has a complementarity in 
antigenomic sense RNA 20 [0072] array number: - die-length [ of 30 arrays ]: - mold [ of 20 arrays ]: - 

- number [ of nucleic-acid chains ]: — single strand topology: — nucleic acid besides class: of a straight 
chain-like array A part of gene field which carries out the code of the VP2 protein of information 
enterovirus besides a synthetic DNA genomic sense Array array TCAGGCAACT TCCACCACCA 
which has a complementarity in RNA 20 [0073] array number: - die-length [ of 31 arrays ]: - mold [ of 
20 arrays ]: - number [ of nucleic-acid chains ]: - single strand topology: - nucleic acid besides class: 
of a straight chain-like array The 1 18-137th of the gene field which carries out the code of the ****4 
protein of information enterovirus besides a synthetic DNA Array array AGGCTCTGTT 
TGCCTGCTGT which has a complementarity in antigenomic sense RNA 20 [0074] array number: - 
die-length [ of 32 arrays ]: - mold [ of 20 arrays ]: ~ number [ of nucleic-acid chains ]: - single strand 
topology: - nucleic acid besides class: of a straight chain-like array The 1 18- 137th of the gene field 
which carries out the code of the ****4 protein of information enterovirus besides a synthetic DNA 
Array array ATATCCTGGC GCCCCGCACT which has a complementarity in antigenomic sense RNA 
20 [0075] array number: - die-length [ of 33 arrays ]: ~ mold [ of 20 arrays ]: - number [ of nucleic- 
acid chains ]: - single strand topology: - nucleic acid besides class: of a straight chain-like array The 

1 22-141 st of the gene field which carries out the code of the ****4 protein of information enterovirus 
besides a synthetic DNA Array array TTTGAGGCTC TGTTTGCCTG which has a complementarity in 
antigenomic sense RNA 20 [0076] array number: - die-length [ of 34 arrays ]: - mold [ of 20 arrays ]: - 

- number [ of nucleic-acid chains ]: - single strand topology: - nucleic acid besides class: of a straight 
chain-like array The 122-141 st of the gene field which carries out the code of the ****4 protein of 
information enterovirus besides a synthetic DNA Array array GGACATATCC TGGCGCCCCG which 
has a complementarity in antigenomic sense RNA 20 [0077] array number: - die-length [ of 35 arrays ]: 

- mold [ of 20 arrays ]: ~ number [ of nucleic-acid chains ]: ~ single strand topology: - nucleic acid 
besides class: of a straight chain-like array The 181 -200th of the gene field which carries out the code of 
the ****4 protein of information enterovirus besides a synthetic DNA Array array GGCGCTGCCA 
TTTCAGTGAA which has a complementarity in antigenomic sense RNA 20 [0078] array number: - 
die-length [ of 36 arrays ]: - mold [ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand 
topology: - nucleic acid besides class: of a straight chain-like array The 181 -200th of the gene which 
carries out the code of the ****4 protein of information enterovirus besides a synthetic DNA Array 
array GGTGGAGCCA TCTCATGTAT which has a complementarity in antigenomic sense RNA 20 
[0079] array number: - die-length [ of 37 arrays ]: ~ mold [ of 20 arrays ]: - number [ of nucleic-acid 
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chains ]: - single strand topology: nucleic acid besides class: of a straight chain-like array The 173- 
1 92nd of the gene field which carries out the code of the ****4 protein of information enterovirus 
besides a synthetic DNA Array which has a complementarity in antigenomic sense RNA. Q of the 19th 
base number shows C or T during an array. 

Array CATTTCAGTG AAAATRTCQT 20 [0080] array number: - die-length [ of 38 arrays ]: - mold 
[ of 20 arrays ]: — number [ of nucleic-acid chains ]: — single strand topology: — nucleic acid besides 
class: of a straight chain-like array The 173 -192nd of the gene field which carries out the code of the 
****4 prote i n Q f information enterovirus besides a synthetic DNA Array array CATCTCRTGT 
ATAACRTCCA which has a complementarity in antigenomic sense RNA 20 [0081] array number: - 
die-length [ of 39 arrays ]: - mold [ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand 
topology: - nucleic acid besides class: of a straight chain-like array The 1 18-137th of the gene field 
which carries out the code of ****4 of information enterovirus besides a synthetic DNA Array array 
ATATCTTGAC GCCCAGCGCT which has the complementarity of antigenomic sense RNA 20 [0082] 
array number: - die-length [ of 40 arrays ]: - mold [ of 20 arrays ]: - number [ of nucleic-acid chains ]: 
- single strand topology: ~ nucleic acid besides class: of a straight chain-like array The 1 72-191 st of the 
gene field which carries out the code of ****4 of information enterovirus besides a synthetic DNA 
Array which has the complementarity of antigenomic sense RNA. Q of the 3rd base number shows C or 
T during an array. 

Array ATQTCATGTA TAACRTCCAT 20 [0083] array number: - die-length [ of 41 arrays ]: - mold 
[ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand topology: - nucleic acid besides 
class: of a straight chain-like array The 172-1 91st of the gene field which carries out the code of ****4 
of information enterovirus besides a synthetic DNA Array which has the complementarity of 
antigenomic sense RNA. Q of the 1 8th base number shows C or T during an array. 
Array ATTTCAGTGA AAATRTCQTT 20 

[Translation done.] 
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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



TECHNICAL FIELD 



[The technical field to which invention belongs] This invention relates to the base sequence in the 
differentiation approach of the enterovirus 71 mold (this may be written as "EV71" below) belonging to 
enterovirus, and Coxsackie A group virus 16 mold (this may be written as "CA16" below), the DNA 
probe used for it, and the gene field which carries out the code of the ****4 protein of enterovirus 71 
mold and Coxsackie A group virus 16 mold to a list. 



[Translation done.] 
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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** s hows the word which can not be translated. 
3. In the drawings, any words are not translated. 



PRIOR ART 



[Description of the Prior Art] In order to classify the enterovirus (Enterovirus) belonging to the 
Picornaviridae (Picornaviridae) into about 70 kinds of human serum protein types and to show a 
variegated infectious disease, it is difficult to presume the virus which becomes a cause from a clinical 
manifestation. Therefore, separation identification of a virus is needed for deciding a pathogen. 
However, a current enterovirus separation method of identification separates a virus using cultivation, 
and the protection test is still more nearly required for it for identification. And two - four weeks is 
required for the isolation culture of these viruses. Furthermore, in the protection test which used the 
neutralization antiserum of a standard stock, the separation stock in which human serum protein type 
differentiation is impossible appears frequently. This is considered for the gene of enterovirus to vary 
extremely in a nature at high speed, and production of the antiserum which always neutralizes a fresh 
separation stock is needed for these solutions. 

[0003] High sensitivity and polymerase chain reaction method [Polymerase Chain Reaction which 
amplifies DNA specifically Law, ; which writes this as the "PCR method" below - Saiki and others, 
Science, 230 volumes, p. 1350- 1354, and 1985 After year reference] is developed, enterovirus The PCR 
method using a primer complementary to the base sequence of 5'untranslation region, 5 f in an 
untranslation region ****4 and ****2 protein To the base sequence of the gene field which carries out a 
code, a complementarity The primer which it has [Rotbart and H. which are detected by the used PCR 
method, 5.J.Clinical Microbiology, 28, and 438-442 (1990); Olive and D.M. and 5 J.General Virology, 
71,2141-2147(1990)]. 

[0004] Furthermore, mold identification of the enterovirus by the stringent reverse solid phase 
hybridization method using DNA amplified by PCR is reported [clinical [, such as **** Hiroaki, ], a 
virus, 22 volumes, and page 199-207 (1994)]. However, in this experiment, the reactivity of a target 
gene and a probe changes with differences in an age or an area also in the same human serum protein 
type, and it is expected to be difficult to select a specific viral strain to a probe. In the disease by 
enterovirus, since the virus separated from the patient occupies 90% or more by EV71 and CA16, hand, 
foot and mouth disease can identify the epidemia virus of hand, foot and mouth disease by detecting 
quickly and simply two sorts of human serum protein types. 
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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



TECHNICAL PROBLEM 



[Problem(s) to be Solved by the Invention] This invention aims at offer of the approach of carrying out 
mold differentiation of EV71 and CA16 in a high precision. 



[Translation done.] 
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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** s h ows ^ wor( j w hich can not be translated. 
3. In the drawings, any words are not translated. 



MEANS 



[Means for Solving the Problem] As a result of repeating examination wholeheartedly that the above- 
mentioned purpose should be attained, in the base sequence of the gene field which carries out the code 
of the ****4 protein of EV71 and CA16, this invention persons had a specific base sequence in each 
human serum protein type, find out that EV71 and CA16 can discriminate in a high precision using this 
base sequence, and came to complete this invention. That is, this invention provides following 1-6 with 
the DN A probe and DNA fragment which are used for the mold differentiation approach of the 
enterovirus 71 mold of a publication, and Coxsackie A group virus 16 mold, and it. 
[0007] 1. (i) enterovirus 71 mold and Coxsackie A group virus 16 mold, The DNA field which carries 
out the code of some ****4 and ****2 proteins which have a specific DNA array in a part of 
5'untranslation region and the human serum protein type of enterovirus is amplified, (ii) The DNA array 
of the DNA field which carries out the code of the ****4 protein under this magnification DNA is 
determined. It is based on a DNA array specific to each human serum protein type of the enterovirus 71 
mold under this DNA array, and Coxsackie A group virus 16 mold, (iii) Design the DNA array which 
has a complementarity respectively in this DNA array, respectively, and it is made into a DNA probe, 
(iv) The mold differentiation approach of the enterovirus 71 mold characterized by analyzing a binding 
affinity with the magnification DNA obtained by the approach of this DNA probe and the above (i), and 
Coxsackie A group virus 16 mold. 

[0008] 2. DNA Array Which Has DNA Field Which Carries Out Code of the ****4 Protein of 
Enterovirus 71 Mold under Magnification DNA, and Complementarity It is the DNA array shown by the 
array number 3 1 , the array number 33, the array number 35, the array number 37, or the array number 
41 . The approach of one above-mentioned publication that the DNA array which has the gene field 
which carries out the code of the ****4 protein of the Coxsackie A group virus 16 mold under 
magnification DNA, and a complementarity is a DNA array shown by the array number 32, the array 
number 34, the array number 36, the array number 38, the array number 39, or the array number 40. 
3. DNA probe which has magnification DNA including DNA array shown by array number 31, array 
number 33, array number 35, array number 37, or array number 41 of DNA field which carries out code 
of ****4 protein of enterovirus 71 mold, and complementarity. 

[0009] 4. DNA probe which has magnification DNA including DNA array shown by array number 32, 
array number 34, array number 36, array number 38, array number 39, or array number 40 of DNA field 
which carries out code of ****4 protein of Coxsackie A group virus 16 mold, and complementarity. 

5. DNA fragment which is ****4 protein of enterovirus 71 mold and carries out code of protein 
including amino acid sequence shown by array number 1 in the amino acid sequence. 

6. DNA fragment which is ****4 protein of Coxsackie A group virus 16 mold, and carries out code of 
protein including amino acid sequence shown by array number 2 in the amino acid sequence. Hereafter, 
it explains for details further about this invention. 

[0010] Especially in operation of this invention, unless it is directed, the conventional technique in the 
molecular biology in technical within the limits of the field concerned, microbiology, a recombinant 
DNA, and immunology is adopted. Such technique is explained in detail into reference. For example, 
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please refer to the following reference. Maniatis, Fitsch, and separate volume (1991); volume for 
University of Tokyo Institute of Medical Science carcinostatic research sections, and cell technology 
experiment protocol . Sambrook, MOLECULAR CLONING (1991); A LABORATORY MANUAL 
(1982); Kevin struhl and others, CURRENT PROTOCOLS IN MORECULAR BIOLOGY, one volume, 
and two volumes; the volume for Masami Muramatsu, lab manual gene engineering (1990) ; Masami 
Muramatsu The volume for Hiroto Okayama, a gene engineering handbook, experimental medicine 
[001 1] 1 . Enterovirus 71 Mold And a part of 5'untranslation region of Coxsackie A group virus 16 mold 
A specific base sequence to the human serum protein type of enterovirus Some ****4 and ****2 
proteins which it has a code - carrying out ~ a gene -- a field magnification -- enterovirus 71 - a 
mold - and - Coxsackie -- A a group - a virus - 16 a mold - five - ' - an untranslation region - 
a part — enterovirus -- a human serum protein type -- being specific — a base sequence — having --**** 
- four -- and -****- two - protein - a part - a code - carrying out - a gene - a field (below this) 
Magnification which may be called for short "a gene field including the human serum protein type 
specific base sequence of enterovirus" can be performed as follows. 

[0012] First, the enterovirus isolation culture stock of known [ human serum protein type ] and the 
human serum protein type by which subculture is carried out extract RNA from a known enterovirus 
standard stock etc. with a conventional method, and produces cDNA from this extract RNA using 
reverse transcriptase. The die length which includes the gene field which carries out the code of 
5'untranslation region of enterovirus 71 mold and Coxsackie A group virus 16 mold, and ****4 and 
****2 for the oligonucleotide which has a complementarity as a primer in the mold intersection of the 
upstream of the gene field which includes the human serum protein type specific base sequence of 
enterovirus in this cDNA, and a down-stream mold intersection amplifies the gene DNA field of about 
650 bases. 

[0013] the PCR method for which magnification of a gene is usually used - [ -- JP,6 1-274697, A, JP,62- 
281, A, 239 Sakai sScience(s), and p.487-491 reference] can perform the detail of this PCR method 
easily. As long as it uses for coincidence the oligonucleotide which has a complementarity in the mold 
intersection of the upstream of a gene field including a human serum protein type specific base 
sequence, and a down-stream mold intersection as an oligonucleotide (this may be called for short a 
"human serum protein type common primer" below) which can be used as a primer on the occasion of 
magnification of a gene field including the human serum protein type specific base sequence of 
enterovirus, you may be what kind of oligonucleotide. It is appropriate to use as a primer the 
oligonucleotide which was specific to enterovirus, and set the high base sequence of similarity as 
5'untranslation region (upstream mold intersection) and ****2 field (down-stream mold intersection) 
between seeds, and carried out chemosynthesis in them based on the base sequence based on desirable 
known human serum protein type specific base sequence data. 

[0014] As an example of the above-mentioned primer, they are D.M.Olive et al, 71 Journal of General 
Virology, and a page. 2141-2147 (1990) The oligonucleotide shown by the array number 29 and the 
array number 30 which are indicated by the oligonucleotide shown by the array number 27 and the array 
number 28 which are indicated, and the JP,6-31 1900,A specification which invention-in-this-application 
persons proposed previously can be mentioned, the inside of these primers - 5 f - the oligonucleotide 
shown by the array number 29 as a primer by the side of an end, and 3 f - it is appropriate to use for 
coincidence the oligonucleotide shown by the array number 28 as a primer by the side of an end. 
[0015] Chemosynthesis of the above-mentioned primer can be easily carried out in itself with the solid 
phase synthesis method using a model 381-ADNA composition machine, known the nucleic-acid- 
biosynthesis equipment usually used, for example, applied biotechnology systems (Applied Biosystems) 
company make, etc. It can dissociate with a conventional method, for example, agarose gel 
electrophoresis, and the above-mentioned magnification DNA can be detected as a DNA band, and, 
thereby, can check the gene DNA of the enterovirus 71 mold and Coxsackie A group virus 16 mold 
origin. 

[0016] 2. The base sequence of the decision above-mentioned magnification DNA of the base sequence 
of the gene field which carries out the code of the ****4 protein under magnification DNA is for 
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example, applied biotechnology systems company make and model 3 73 -A. An auto sequencer is used 
and it is Dye DeoxyTM. It can determine by the terminator method. The base sequence of the gene field 
which carries out the code of the ****4 protein can be determined by searching for the base sequence [a 
protein nucleic-acid enzyme, 137 volumes, No. 14, and page 2609-2618 (1992) reference] 
corresponding to the amino acid sequence which cuts ****4 known protein and ****2 known protein of 
the translation initiation codon in the determined base sequence, and enterovirus. 
[001 7] The array of the gene field which carries out the code of the ****4 protein of EV71 obtained in 
this way is shown in the array number 3 - the array number 21 , and the combination of the amino acid 
sequence is shown in the array number 1. Moreover, the array of the gene field which carries out the 
code of the ****4 protein of CA16 is shown in the array number 22 - the array number 26, and the 
combination of the amino acid sequence is shown in the array number 2. The DNA fragment of this 
invention which includes the above-mentioned base sequence is the DNA synthesizer usually used only 
not only in cDNA compounded from RNA of EV71 and CA16 separation stock, for example, the above- 
mentioned applied biotechnology systems company make, and model 381 -A. It may be compounded 
using a DNA synthesis machine. 

[001 8] 3. The base sequence of the DNA probe (this may be called a "EV71 unique probe" for short 
below) which has a complementarity in the specific base sequence of the design and synthetic 
enterovirus 71 mold of a DNA probe can be designed by analyzing a specific array to EV71 under array 
shown by said array number 3 - the array number 21 . Similarly, the base sequence of the DNA probe 
(this may be called a "CA16 unique probe" for short below) which has a complementarity in the specific 
base sequence of Coxsackie A group virus 16 mold can be designed by analyzing a specific array to 
CA16 under array shown by said array number 22 - the array number 26. 

[0019] As an EV71 unique probe obtained in this way, the oligonucleotide shown by the array number 
32, the array number 34, the array number 36, the array number 38, the array number 39, or the array 
number 40 can be mentioned, for example, for example as the oligonucleotide shown by the array 
number 3 1 , the array number 33, the array number 35, the array number 37, or the array number 41 , and 
a CA16 unique probe. The oligonucleotide shown as an EV71 unique probe by the array number 32, the 
array number 39, and the array number 40 as the array number 3 1 and the array number 41 , and a CA1 6 
unique probe can be preferably mentioned among the above-mentioned human serum protein type 
unique probes. The above-mentioned DNA probe is model 381 -A, known the nucleic-acid-biosynthesis 
equipment usually used, for example, applied biotechnology systems company make, in itself. With the 
solid phase synthesis method using a DNA synthesis machine etc., chemosynthesis can be carried out 
easily. 

[0020] 4. EV71 and CA16 can be judged using a human serum protein type [ in which the enterovirus 
71 mold and the coxsackie virus 16 mold carried out the mold differentiation above ] unique probe as 
follows. First, viral RNA is extracted from the virus isolation culture stock from the clinical specimen 
extracted at the time of a medical examination with a conventional method. The gene field which carries 
out the code of some 5'untranslation region [ of enterovirus / a part of], ****4, and ****2 proteins after 
compounding cDNA using said human serum protein type common primer from this extract RNA is 
amplified by said PCR method. Detection of Magnification DNA can separate Magnification DNA by 
agarose electrophoresis, can be made to be able to color it by UV irradiation etc. after dyeing with a 
suitable stain, for example, the ethidium bromide etc., and can be performed by checking the DNA band. 

[0021] For the DNA fragment amplified using said human serum protein type common primer, and 
detection of said human serum protein type unique DNA probe 71, i.e., EV, mold differentiation of 
EV71 and CA16 The array shown by the array number 31, the array number 33, the array number 35, 
the array number 37, and the array number 41 again for example, for detection of CA16 For example, 
the DNA probe produced by carrying out the indicator of the oligonucleotide which has the array shown 
by the array number 32, the array number 34, the array number 36, the array number 38, the array 
number 39, and the array number 40 It can be made to be able to hybridize with a conventional method 
on solid phase, and the class of human serum protein type unique DNA probe can be performed by 
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carrying out detection analysis. 

[0022] Although association of DNA to a solid phase top can be performed by carrying out the chemical 
bond of the approach DNA, for example, the magnification, usually using known in itself with a 
conventional method to suitable solid phase, for example, a nylon membrane, after denaturalizing The 
approach (this may be called the "Southern-blotting method" for short below) of neutralizing the above- 
mentioned agarose gel preferably used in order to check Magnification DNA after denaturalizing, for 
example, fixing to a nylon membrane after transferring Magnification DNA is mentioned. 
[0023] The phosphorylation of 5 ! end can perform the indicator of a DNA probe using [gamma-32P] 
ATP and T-four polynucleotide kinase (Toyobo Co., Ltd. make). Moreover, detection of an indicator 
object can perform the autoradiography of the nylon membrane which performed hybridization with the 
DNA probe by which the indicator was carried out, and can be performed by investigating the existence 
of hybridization with each DNA probe. 

[0024] Examples, such as a DNA fragment which can be amplified, are shown in drawing 17 using the 
field which carries out the code of some a part of gene field including above-mentioned human serum 
protein type specific DNA array of enterovirus used by this invention, i.e., 5 f untranslation region of 
enterovirus, ****4, and ****2 proteins, a human serum protein type common primer, a DNA probe, and 
this primer. As for the location (base pair number) of the gene field where double digits carry out the 
code of an array number and the ****4 protein with which a DNA probe combines the figure in ( ), the 
magnitude of the DNA fragment with which the figure in [ ] is amplified, and bp, a base pair is shown 
among drawing. 

[Translation done.] 
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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



EXAMPLE 



[Example] Next, although an example is given and this invention is further explained to a detail, the 
following example is given only as an aid which acquires recognition concrete about this invention, and 
the range of this invention is not limited at all by this. 

[0026] Example 1 It experimented using the enterovirus separation stock and standard stock with which 
it dissociated from the patient of (Sequence A) use microorganism following of EV71 and CA16 
isolation-culture stock, and the human serum protein type was identified by the protection test using the 
specific antiserum. The standard stock used here is a virus standard stock by which subculture is carried 
out in the National Institute of Health. 
[0027] 

(1) Enterovirus separation stock Stock name (human serum protein type) Separation stage Coxsackie A 
group virus 16 mold (CA16) 

1547/79 1979 4057/81 1981 0216/86 1986 0241/91 1991 Enterovirus 71 mold(EV71) 
NAGOYA/70 1970 0108/78 1978 3059/78 1978 3359/83 1983 4132/85 1985 T86236a / 861986 years 
1091/89 1989 year 0445 / 90 1990 0004/78 1978 year 1096 / 86 1986 0872/89 1989 year 2587 / 89 1989 
2603/89 1989 year 0375 / 90 1990 2136/90 1990 year 2398 / 90 1990 4094 / 90 1990 0419/90 1990 
[0028] (2) Standard **** name (human serum protein type) Separation stage Coxsackie A group virus 
16 molds (CA16) 
Enterovirus 71 molds (EV71) 

[0029] (B) From the extract above-mentioned virus liquid of RNA, the SUMAI test R kit (Sumitomo 
Metal, Ltd. make) extracted RNA, and isopropanol precipitation was performed. 

(C) cDNA which originates in each virus using a reverse transcriptase (product made from 
GIBCO/BRL) by using as mold RNA obtained by the synthetic above-mentioned (B) term of cDNA was 
compounded. 

(D) the oligonucleotide shown by the synthetic array number 28 and the array number 29 of a primer for 
PGR — phospho friend DAIDO (Phosphoamidide) — law ~ applied biotechnology systems company 
make and model 381 -A It compounded using the DNA synthesis machine. The above-mentioned 
oligonucleotide was refined using the OPCTM cartridge, and it was used as a primer of PCR. 

[0030] (E) Target's DNA magnification (PCR method) 

Reaction mixture is 10mM(s) about final concentration. Tris-HCl (pH8.0), 50mM(s) KC1, 0.001% 
gelatin, 0.55mM MgC12, 0.05mM(s) In dNTPs and the solution made into the formamide 2.5% Above- 
mentioned oligonucleotide composition primer (array number 28 and array number 29; every 
SOmicroM) every O.lmicrol, enterovirus cDNA compounded by the aforementioned (C) term lOOng- 
lmicrog and Taq polymerase (made in Japanese Roche) 0.125microl (0.625U) - adding ~ total 
SOmicrol ** -- what was carried out was prepared. PCR is 95-degree-C 30 seconds, and 55-degree-C 
reaction condition for 30 seconds, and amplified Target DNA using the amplification system 
(Amplification System; SHITASU) in 14 cycle. 

[0031] Furthermore, they are 10mM(s) about final concentration to the above-mentioned solution. Tris- 
HCl (pH8.0), 50mM(s) KC1, 0.001% gelatin, 2.35mM MgC12, 0.15mM(s) In dNTPs and the solution 
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made into the formamide 2.5% Above-mentioned oligonucleotide composition primer (array number 28 
and array number 29; every SOmicroM) every l.Omicrol, Total 50microl which added Taq polymerase 
0.25microl (1 .25U) The solution was added and it amplified in 95-degree-C 30-second and 55-degree-C 
30 seconds, and 72-degree-C 45 seconds and 40 cycle. 

[0032] (F) The ethidium bromide was added to agarose gel of 3.0% of checks of the magnification DNA 
by gel electrophoresis ml 0.5microg /, and electrophoresis of DNA amplified by the above-mentioned 

(E) term was performed. 254nm ultraviolet rays were irradiated after migration, the coloring reaction of 
the ethidium bromide detected the DNA band, and the target DNA band of about 650 bases originating 
in the gene field which carries out the code of a part of 5 f untranslation region of enterovirus and some 
****4 and ****2 proteins was detected. 

[0033] (G) Centricon-100 (Amicon make) is used for the PCR product checked by the decision above 

(F) of the base sequence of ****4 field, and it is after purification and Dye DeoxyTM. The terminator 
method Cycle Sequencing It reacts and is model by applied biotechnology systems company 3 73 -A. The 
base sequence was determined using the DNA sequencer. By searching for the base sequence 
corresponding to the amino acid sequence which cuts ****4 known protein and ****2 known protein of 
the translation initiation codon in the determined base sequence, and enterovirus, the base sequence of 
the gene field which carries out the code of the ****4 protein was determined. The array which carries 
out the code of the ***M protein of CA16 for the array which carries out the code of the ****4 protein 
of EV71 obtained in this way to the array number 3 - the array number 21 is shown in the array number 
22 - the array number 26. 

[0034] Example 2 It experimented using the 39 following kinds of human serum protein type 
enterovirus standard stocks by which subculture is carried out in the mold (differentiation A) use 
microorganism (1) standard stock National Institute of Health of EV71 and CA16. Each of such 
enteroviruses is standard stocks with which the human serum protein type is identified by the protection 
test which used the specific antiserum. 
[0035] 

A stock name (human serum protein type) A cable address The Coxsackie A group virus 2 molds CA2 
** 4** CA4 ** 6** CA6 ** 7** CA7 ** 9** CA9** 10 ** CA10 ** 16 ** CA16 **24** CA24 The 
Coxsackie B group virus 1 mold CB1 **2** CB2 ** 3** CB3** 4** CB4 ** 5** CB5** 6** CB6 
Echovirus 1 mold El ** 3** E3 **4** E4 ** 5** E5 ** 6** E6 ** 7** E7 ** 9** E9 ** 11 ** Ell ** 
12** E12** 13** E13** 14** E14** 16** E16 ** 17** E17 ** 18** E18 ** 19 ** E19 ** 21** E21 
** 22** E22 ** 24 ** E24 ** 25** E25 ** 30 ** E30 Enterovirus 70 molds EV70 ** 71**EV71 
Poliovirus 1 mold PV1 ** 2 ** PV2 ** 3 ** PV3 [0036] (2) It experimented using the enterovirus 
separation stock with which it dissociated from the patient of the enterovirus separation stock following, 
and the human serum protein type was identified by the protection test using the specific antiserum. 
[0037] 

Stock name Separation stage Coxsackie A group virus 16 mold (CA16) 

4057/81 1981 0843/87 1987 0071/88 1988 1045/90 1990 1051/90 1990 0241/90 1990 2500/92 1992 
enterovirus 71 mold (EV71) 

NAGOYA/70 1970 2105/73 1973 2089/73 1973 2146/73 1973 2203/73 1973 2377/73 1973 2381/73 In 
1973 0108/78 1978 3059/78 In 1978 0193/78 1978 0297/78 In 1978 0333/78 1978 0761/82 1982 year 
FE-27 1982 0272/83 1983 year FE-18 1983 FE-20 1983 4132/85 1985 0866/86 1986 0891/86 In 1986 
0948/86 1986 1025/86 In 1986 1027/86 1986 1079/86 1986 1096/86 1986 1163/86 1986 0460/87 1987 
0443/88 1988 2587/89 1989 2603 / 891989 years 2136/90 1990 2234/90 1990 2398/90 1990 0419/90 
1990 0445/90 1990 0189 / 901990 years 4094/90 1990 FE-45 1990 year FE-46 1990 T91-Y563 1991 
1264/92 1992 2326 / 921992 years 2909/93 1993 0089/93 1993 0133/93 1993 0136/93 1993 0146/93 
1993 2200/93 1993 year 0154/ 93 1993 0159/93 1993 2122/93 1993 2167/93 1993 2168/93 1993 
2173/93 1993 0565/93 1993 0630/93 In 1993 0679/93 1993 0702/93 In 1993 0724/93 1993 0748/93 In 
1993 0774/93 1993 0791/93 1993 yearFE-57 1993 T93-128 1993 year T93-133 1993 T93-Y998 1993 
[0038] (B) As (B) - (F) term of an RNA extract, cDNA composition and magnification by PCR of an 
enterovirus gene, and its detection example 1 showed, RNA of the above-mentioned enterovirus 
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standard stock and a separation stock was extracted, and magnification was checked in the 
electrophoresis using agarose gel after amplifying the part corresponding to a part of 5 ? untranslation 
region and some ****4 and ****2 proteins. In addition, it is Haelll of phixl74 phage as a marker. The 
decomposition product was migrated to coincidence. 

[0039] (C) The agarose gel used by the (B) term of the Southern blot technique example 2 for the check 
of Magnification DNA was put in for 30 minutes for 30 minutes with alkali denaturation liquid (0.5M 
NaOH, 1.5M NaCl) after processing and with neutralization liquid (1 M Tris-HCl, 1.5M NaCl), gel was 
returned to neutrality, and DNA was denatured. Furthermore, DNA which performed Southern blotting 
overnight and shifted to the nylon membrane with the conventional method was made to fix by 254nm 
1.2xl05micro JOULES/cm2 (UV stratalinkerTM; Stratagene make) of ultraviolet rays. 
[0040] (D) The base sequence [the array number 26 from the array number 3] of the DNA field which 
carries out the code of the ****4 protein of CA16 and EV71 shown by a design and the synthetic 
example 1 (G) term of a human serum protein type specific probe was analyzed, the array number 31 
and the array number 41, and the CA16 unique probe were designed like the array number 32, the array 
number 39, and the array number 40, and the EV71 unique-from these arrays probe compounded 
according to the example 1 (D) term. The phosphorylation of 5'end performed the indicator of the 
above-mentioned DNA probe using [gamma-32P] ATP and T-four polynucleotide kinase (Toyobo Co., 
Ltd. make). 

[0041] (E) The membrane produced by the hybridization above-mentioned example 2 (C) term is 1.0M 
NaCl and 50mM as reaction mixture. Tris-HCl (pH7.5), 0.5%PVP, 0.2% heparin, ImM It processed at 
50 degrees C for 1 hour using EDTA and 2%SDS, and pre hybridization was performed. Hybridization 
added the [gamma-32P] ATP indicator DNA probe compounded by the (D) term of an example 2 105 
cpm/ml to the above-mentioned hybridization solution, and made it react to it 50 degrees C for 4 hours. 
It washed at 50 degrees C in the 5xSSC-0.1%SDS solution, the membrane was washed twice at 50 
degrees C in the 2xSSC-0.1%SDS solution after 5 minutes and 2 times washing for 5 minutes, and the 
probe combined nonspecific was removed. After drying a nylon membrane, on the lap, after the room 
temperature performed a package and autoradiography for 15 minutes further for 45 minutes at -80 
degrees C, they were developed. 

[0042] Formation of the hybrid of the CA16 specific DNA probe (the array number 32, the array number 
38, and array number 39) and Magnification DNA which were obtained in this way is shown in drawing 
1 - drawing 8 , and the hybridization of an EV71 specific DNA probe (the array number 3 1 and array 
number 41) and Magnification DNA is shown in drawing 9 - drawing 16 . The passage clear from 
drawing, all EV71 separation stocks react to an EV71 specific DNA probe, and all CA16 separation 
stocks react to a CA16 specific DNA probe, and there is no cross reaction between a human serum 
protein type specific DNA probe and DNA obtained from the enterovirus standard stock of each human 
serum protein type, and it became clear that this was specific association. According to the approach of 
this invention the above-mentioned passage, CA16 and EV71 can discriminate with high precision. 
[0043] 

[Layout Table] 

array number: ~ die-length [ of one array ]: -- mold [ of 69 arrays ]: ~ amino acid topology: - Ggg of 
under the information following array of straight chain-like others, and the 3rd amino acid number Ser 
Or Thr being shown - Hhh of the 7th amino acid number Ala Or Thr It is shown and is the 9th amino 
acid number. Iii Arg or - Xaa - being shown— Jjj of the 17th amino acid number Asn or - Xaa - 
being shown - Kkk of the 3 1 st amino acid number Asn Or Xaa being shown - Lll of the 34th amino 
acid number Lys Or Xaa being shown - Mmm of the 35th amino acid number Asp Or Xaa being shown 
~ Nnn of the 43rd amino acid number Lys Or Xaa being shown - Ooo of the 47th amino acid number 
Lys or Xaa being shown - Ppp of the 49th amino acid number Asp or Xaa It is shown and is Qqq of the 
53rd amino acid number. Phe or Xaa It is shown and is Rrr of the 54th amino acid number. Ala Or Gly 
Or Xaa It is shown and is Sss of the 55th amino acid number. Asn Or Xaa It is shown. 
Array Met Gly Ggg Gin Val Ser Hhh Gin Iii Ser Gly Ser His Glu Asn Ser 5 10 15 Jjj Ser Ala Thr Glu 
Gly Ser Thr He Asn Tyr Thr Thr He Kkk Tyr 20 25 30 TyrLll Mmm Ser Tyr Ala Ala Thr Ala Gly Nnn 
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Gin Ser Leu Ooo Gin 35 40 45 Ppp Pro Asp Lys Qqq Rrr Sss Pro Val Lys Asp He Phe Thr Glu Met 50 
55 60Ala Ala Pro Leu Lys 65 [0044] array number: -- die-length [ of two arrays ]: - mold [ of 69 
arrays ]: ~ amino acid topology: ~ Aaa of under the information following array of straight chain-like 
others, and the 9th amino acid number Arg Or Xaa being shown - Bbb of the 1 9th amino acid number 
Ala Or Xaa being shown --Ccc of the 21st amino acid number Glu Or Xaa It is shown and is Ddd of the 
23rd amino acid number. Ser Or Thr It is shown and is Eee of the 24th amino acid number. Thr Or Xaa 
It is shown and Fff of the 29th amino acid number is Thr. Or Pro It is shown. 

Array Met Gly Ser Gin Val Ser Thr Gin Aaa Ser Gly Ser His Glu Asn Ser 5 10 15 Asn Ser Bbb Ser Ccc 
Gly Ddd Eee He Asn Tyr Thr Fff He Asn Tyr 20 25 30 TyrLys Asp Ala Tyr Ala Ala Ser Ala Gly Arg 
Gin Asp Met Ser Gin 35 40 45 Asp Pro Lys Lys Phe Thr Asp Pro Val Met Asp Val lie His Glu Met 50 
55 60 Ala Pro ProLeu Lys 65 [0045] array number: ~ die-length [ of three arrays ]: ~ mold [ of 207 
arrays ]: - number [ of nucleic-acid chains ]: - single strand topology: - class [ of straight chain-like 
array ]: - cDNA to genomic RNA origin living thing name: - 71 shares of enterovirus enterovirus type 
name: ~ the description description of a BrCr array The notation:CDS existence location to express : 1 - 
207 description The 1 -207th base sequence array ATG GGC TCC CAG GTC TCC ACA CAG CGA 
TCC GGC TCG CAT GAG AAT TCC of the gene field which carries out the code of the ****4 
determined protein of information enterovirus 71 mold besides approach:E 48 Met Gly Ser Gin Val Ser 
Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 1015 AAC TCA GCC ACG GAA GGC TCC ACT ATA 
AAT TAC ACA ACC ATT AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr He 
Asn Tyr 20 25 30 TAC AAA GAC TCG TAT GCT GCC ACT GCT GGA AAG CAA AGT CTC AAA 
CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCT GAC 
AAG TTT GCG AAC CCT GTG AAG GAC ATC TTT ACT GAA ATG 192 Asp Pro Asp Lys Phe Ala 
Asn Pro Val Lys Asplle Phe Thr Glu Met 50 55 60 GCA GCG CCC TTA AAG 207 Ala AlaPro Leu Lys 
65 [0046] array number: ~ die-length [ of four arrays ]: - mold [ of 207 arrays ]: - number [ of nucleic- 
acid chains ]: - single strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic RNA 
origin living thing name: - 71 shares of enterovirus type name: - the description description of 
NAGOYA/70 array The notation:CDS existence location to express : 1 -207 description The 1 -207th 
base sequence array ATG GGT TCA CAA GTG TCT ACT CAG CGG TCC GGC TCC CAC GAG 
AAT TCC of the gene field which carries out the code of the ****4 determined protein of information 
en TEROUISURU71 mold besides approach:E 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser 
His Glu Asn Ser 5 1015 AAT TCA GCT ACA GAA GGT TCC ACC ATT AAT TAC ACT ACT ATC 
AAT TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr lie Asn Tyr 20 25 30 TAC AAG 
GAC TCT TAT GCT GCC ACA GCA GGC AAG CAG AGC CTC AAA CAA 144 Tyr Lys Asp Ser 
Tyr Ala Ala Thr Ala Gly Lys Gln-Ser-Leu-Lys-Gln 35 40 45 GAC CCT GAC AAG TTT GGC-AAT- 
CCT-GTC-AAG GAC ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys Phe Gly Asn-Pro-Val-Lys- 
Asp-Ile-Phe-Thr-Glu-Met 50 55 60 GCG GCG CCA CTG AAG 207Ala Ala Pro Leu Lys65 [0047] 
array number: ~ die-length [ of five arrays ]: - mold [ of 207 arrays ]: ~ number [ of nucleic-acid 
chains ]: - single strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic RNA 
origin living thing name: ~ 71 shares of enterovirus type name: -- the description description of 0108/78 
array The notation:CDS existence location to express : 1 -207 description The 1 -207th base sequence 
array ATG GGT TCA CAA GTG TCT ACT CAG CGG TCC GGC TCC of the gene field which carries 
out the code of the ****4 determined protein of information enterovirus 71 mold besides approach:E 
CAC GAG AAT TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 
AAT TCA GCT ACA GAA GGC TCC ACC ATC AAT TAC ACT ACC ATC AAC TAT 96 Asn Ser 
Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAC TCT TAT GCT 
GCC ACA GCAGGT AAG CAG AGC CTCAAA CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly 
Lys Gin Ser LeuLys Gin 35 40 45 GAC CCT GAC AAG TTT GCT AAT CCT GTC AAG GAC ATT 
TTC ACT GAA ATG 1 92 Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp lie Phe Thr Glu Met 50 55 
60 GCC GCG CCA CTG AAG 207Ala Ala Pro Leu Lys65 [0048] array number: ~ die-length [ of six 
arrays ]: ~ mold [ of 207 arrays ]: -- number [ of nucleic-acid chains ]: - single strand topology: -- class 
[ of straight chain-like array ]: ~ cDNA to genomic RNA origin living thing name: ~ enterovirus type 
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71 -share name: -- the description description of 3059/73 array The notation:CDS existence location to 
express : 1 -207 description The 1 -207th base sequence arrays ATG of the gene field which carries out 
the code of the ****4 determined protein of information enterovirus 71 mold besides approach:E GGT 
TCA CAA GTG TCT ACT CAG CGG TCC GGC TCC CAC GAG AAT TCT 48 Met Gly Ser Gin Val 
Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAT TCA GCT ACA GAA GGC TCC ACC 
ATT AAT TAC ACT ACC ATC AAC TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr 
He Asn Tyr 20 25 30 TAC AAG GAC TCT TAT GCT GCC ACA GCA GGC AAG CAG AGC CTT 
AAA CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gln35 40 45 GAC CCT 
GAC AAG TTT GCT AAT CCT GTC AAG GAC ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys 
Phe Ala Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCC GCG CCA CTG AAG 207 Ala Ala 
Pro LeuLys 65 [0049] array number: ~ die-length [ of seven arrays ]: -- mold [ of 207 arrays ]: - 
number [ of nucleic-acid chains ]: ~ single strand topology: ~ class [ of straight chain-like array ]: - 
cDNA to genomic RNA origin living thing name: ~ enterovirus type 71 Stock name : the description 
description of 0004/78 array The notation:CDS existence location to express : 1 -207 description The 1- 
207th base sequence array ATG GGA TCG CAG GTG TCC ACA CAA CGC TCT GGT TCG CAT 
GAA AAT TCT of the gene field which carries out the code of the ****4 determined protein of 
information enterovirus 71 mold besides approach:E 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly 
Ser His Glu Asn Ser 5 10 1 5 AAT TCA GCC ACT GAA GGT TCC ACT ATA AAC TAC ACC ACC 
ATC AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr lie Asn Tyr 20 25 30 TAT 
AAG GAC TCT TAT GCC GCT ACA GCA GGC AAA CAG AGC CTT AAG CAA 144 Tyr Lys Asp 
Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA GAC AAG TTT GCA AAT 
CCC GTT AAA GAT ATT TTC ACT GAG ATG 192 Asp ProAsp Lys Phe Ala Asn Pro Val Lys Asp 
He Phe Thr Glu Met 50 55 60 GCG GCA CCA CTG AAA 207 Ala Ala Pro Leu Lys 65 [0050] array 
number: - die-length [ of eight arrays ]: « mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: ~ 
single strand topology: ~ class [ of straight chain-like array ]: - cDNA to genomic RNA origin living 
thing name: - 71 shares of enterovirus type name: ~ the description description of 3359/83 array The 
notation:CDS existence location to express : 1 -207 description The 1 -207th base sequence array ATG 
GGT TCA CAA GTA TCC ACT CAG CGG TCC GGC TCC of the gene field which carries out the 
code of the ****4 determined protein of information enterovirus 71 mold besides approach:E CAC 
GAG AAT TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAT 
TCA GCT ACA GAA GGC TCC ACC ATT AAT TAC ACT ACT ATC AAC TAT 96 Asn Ser Ala 
Thr Glu Gly Ser Thr lie Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAC TCT TAT GCT GCC 
ACA GCA GGC AAA CAG AGCCTC AAA CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys 
Gin Ser Leu LysGln 35 40 45 GAC CCC GAC AAG TTT GCT AAT CCT GTC AAG GAC ATT TTC 
ACT GAA ATG 192 Asp Pro Asp LysPhe Ala Asn Pro Val Lys Asp lie Phe Thr Glu Met 50 55 60 
GCG GCG CCG CTG AAG 207 Ala Ala Pro Leu Lys65 [0051] array number: - die-length [ of nine 
arrays ]: ~ mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: - single-strand topology: — class 
[ of straight chain-like array ]: ~ cDNA to genomic RNA origin living thing name: -- 71 shares of 
enterovirus type name: ~ notation:CDS existence location: showing the description description of 
4132/85 array ~ the 1 -207th base sequences of the gene field which carries out the code of the ****4 
protein of information enterovirus 71 mold besides approach:E which determined 1 -207 description 
Array ATG GGC TCA CAA GTG TCT ACT CAG CGA TCC GGC TCC CAC GAG AAT TCC 48 
Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 ANT TCA GCT ACA GAA 
GGC TCC ACC ATT AAT TAC ACT ACC ATC ANC TAT 96 Xaa Ser Ala Thr Glu Gly Ser Thr He 
Asn Tyr Thr Thr lie Xaa Tyr 20 25 30 TAC ANA GNC TCT TAT GCT GCA ACA GCA GGC ANA 
CAG AGY CTT AMA CAA 144 Tyr Xaa Xaa Ser Tyr Ala Ala Thr Ala Gly Xaa Gin Ser Leu Xaa Gin 
35 40 45 GMC CCT GAT AAG TKT GCT AMT CCT GTC AAG GAC ATT TTC ACT GAA ATG 
192 Xaa Pro Asp Lys Xaa Ala Xaa Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCC GCG CCA 
CTA AAA 207 Ala Ala Pro Leu Lys65 [0052] array number: - die-length [ often arrays ]: -- mold [ of 
207 arrays ]: ~ number [ of nucleic-acid chains ]: ~ single strand topology: - class [ of straight chain- 
like array ]: - cDNA to genomic RNA origin living thing name: ~ 71 shares of enterovirus type name: - 
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- the description description of a T86236a array The notation:CDS existence location to express : 1 -207 
description The 1 -207th base sequence array ATG GGT ACA CAA GTA TCC ACT CAG SGG TCC 
GGC TCC of the gene field which carries out the code of the ****4 determined protein of information 
enterovirus 71 mold besides approach:E CAC GAG AAT TCT 48 Met Gly Thr Gin Val Ser Thr Gin 
Xaa Ser Gly Ser His Glu Asn Ser 5 10 15 AAT TCA GCT ACA GAA GGC TCC ACC ATT AAC TAC 
ACT ACT ATC AAC TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 
30 TAC AAG GAC TCTTAT GCT GCT ACA GCAGGC AAA CAG AGC CTCAAA CAA 144 Tyr 
Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAC CCC GAC AAG TTT 
GCT AAT CCT GTC AAG GAC ATTTTT ACT GAA ATG 192 Asp Pro Asp Lys PheAla Asn Pro Val 
Lys Asp He Phe Thr Glu Met 50 55 60 GCG GCG CCA CTG AAG207Ala AlaPro Leu Lys 65 [0053] 
array number: - die-length [ of 1 1 arrays ]: ~ mold [ of 207 arrays ]: - number [ of nucleic-acid 
chains ]: ~ single-strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic RNA 
origin living thing name: ~ 71 shares of enterovirus type name: - notation:CDS existence location: 
showing the description description of 1096/86 array ~ the 1 -207th base sequences of the gene field 
which carries out the code of the ****4 protein of information enterovirus 71 mold besides approach:E 
which determined 1 -207 description Array ATG GGC TCA CAG GTG TCC ACA CAA CGC TCC 
GGT TCG CAT GAA AAC TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 
5 10 15 AAC TCA GCT ACT GAG GGC TCC ACC ATA AAC TAT ACT ACC ATC AAT TAC 96 
Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr lie Asn Tyr 20 25 30 TAC AAG GAC TCC TAT 
GCC GCC ACA GCA GGC AAA CAG AGC CTT AAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr 
Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA GAT AAG TTT GCG AAT CCT GTC AAG 
GAT ATT TTC ACT GAA ATG 1 92 Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp lie Phe Thr Glu 
Met 50 55 60 GCA GCG CCA CTA AAG 207 Ala Ala Pro Leu Lys65 [0054] array number: - die- 
length [ of 12 arrays ]: - mold [ of 207 arrays ]: ~ number [ of nucleic-acid chains ]: - single strand 
topology: ~ class [ of straight chain-like array ]: - cDNA to genomic RNA origin living thing name: ~ 
71 shares of enterovirus type name: - the description description of 1091/89 array The notation:CDS 
existence location to express : 1 -207 description The 1 -207th base sequence array ATG GGT TCA 
CAA GTG TCT GCT CAG CGA TCC GGC TCC of the gene field which carries out the code of the 
****4 determined protein of information enterovirus 71 mold besides approach:E CAC GAG AAT TCC 
48 Met Gly Ser Gin Val Ser Ala Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAT TCA GCT ACA 
GAA GGC TCC ACC ATT AAT TAC ACT ACC ATC AAC TAT 96 Asn Ser Ala Thr Glu Gly Ser 
Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAA GAC TCTTAT GCT GCA ACA GCAGGC 
AAA CAG AGC CTCAAA CAA 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys 
Gin 35 40 45 GAC CCT GAT AAG TTT GCT AAC CCT GTC AAG GAT ATT TTC ACT GAA ATG 
192 Asp Pro Asp Lys PheAla Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCT GCG CCA CTG 
AAG207Ala AlaPro Leu Lys 65 [0055] array number: - die-length [ of 13 arrays ]: ~ mold [ of 207 
arrays ]: ~ number [ of nucleic-acid chains ]: ~ single-strand topology: - class [ of straight chain-like 
array ]: - cDNA to genomic RNA origin living thing name: ~ enterovirus type 71 share name: - 
notation:CDS existence location: showing the description description of 0872/89 array ~ the 1 -207th 
base sequences of the gene field which carries out the code of the ****4 protein of information 
enterovirus 71 mold besides approach:E which determined 1 -207 description Array ATG GGC TCA 
CAG GTG TCC ACA CAA CGC TCC GGT TCG CAT GAA AAC TCT 48 Met Gly Ser Gin Val Ser 
Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 1 5 AAC TCA GCT ACT GAG GGT TCC ACC ATA 
AAC TAT ACC ACC ATT AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr ThrThr He Asn 
Tyr 20 25 30 TAC AAG GAC TCC TATGCT GCC ACA GCA GGC AAA CAG AGC CTT AAA CAG 
144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA GAT 
AAG TTT GCAAAT CCT GTC AAA GAT ATT TTC ACT GAA ATG 1 92 Asp Pro Asp Lys Phe Ala 
Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCA GCG CCA CTA AAG 207Ala Ala Pro Leu 
Lys65 [0056] array number: - die-length [ of 14 arrays ]: ~ mold [ of 207 arrays ]: ~ number [ of 
nucleic-acid chains ]: - single strand topology: -- class [ of straight chain-like array ]: ~ cDNA to 
genomic RNA origin living thing name: - 71 shares of enterovirus type name: -- the description 
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description of 2587/89 array The notation:CDS existence location to express : 1 -207 description The 1- 
207th base sequence array ATG GGC TCA CAG GTG TCC ACA CAA CGC TCC GGT TCG of the 
gene field which carries out the code of the ****4 determined protein of information enterovirus 71 
mold besides approach:E CAT GAA AAC TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser 
His Glu Asn Ser 5 10 15 AAC TCA GCT ACT GAG GGT TCC ACC ATA AAC TAC ACT ACC ATT 
AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG 
GAC TCCTAT GCC GCC ACA GCAGGC AAA CAG AGC CTTAAG CAG 144 Tyr Lys Asp Ser Tyr 
Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA GAT AAG TTT GCAAAT CCT 
GTC AAG GAT ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys PheAla Asn Pro Val Lys Asp lie Phe 
Thr Glu Met 50 55 60 GCA GCG CCA CTA AAG207Ala Ala Pro Leu Lys 65 [0057] array number: - 
die-length [ of 1 5 arrays ]: ~ mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: - single-strand 
topology: - class [ of straight chain-like array ]: ~ cDNA to genomic RNA origin living thing name: — 
71 shares of enterovirus type name: ~ notation:CDS existence location: showing the description 
description of 2603/89 array - the 1 -207th base sequences of the gene field which carries out the code 
of the ****4 protein of information enterovirus 71 mold besides approach:E which determined 1 -207 
description Array ATG GGC TCA CAG GTG TCC ACA CAA CGC TCC GGT TCG CAT GAA AAC 
TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAC TCA GCT 
ACT GAG GGT TCC ACC ATA AAC TAT ACC ACC ATT AAT TAC 96 Asn Ser Ala Thr Glu Gly 
Ser Thr lie Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAC AAG GAC TCC TAT GCT GCC ACA GCA 
GGC AAA CAG AGC CTT AAA CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu 
Lys Gin 35 40 45 GAT CCA GAT AAG TTT GSA AAT CCT GTC AAA GAT ATT TTC ACT GAA 
ATG 1 92 Asp Pro Asp Lys Phe Xaa Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCA GCG 
CCA CTA AAG 207 Ala Ala Pro Leu Lys65 [0058] array number: « die-length [ of 16 arrays ]: ~ mold 
[ of 207 arrays ]: - number [ of nucleic-acid chains ]: ~ single strand topology: ~ class [ of straight 
chain-like array ]: ~ cDNA to genomic RNA origin living thing name: ~ 71 shares of enterovirus type 
name: - the description description of 0445/90 array The notation:CDS existence location to express : 1 
-207 description The 1 -207th base sequence array ATG GGT TCA CAA GTG TCT GCT CAG CGA 
TCC GGC TCC of the gene field which carries out the code of the ****4 determined protein of 
information enterovirus 71 mold besides approach: E CAC GAG AAC TCC 48 Met Gly Ser Gin Val Ser 
Ala Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAT TCA GCT ACA GAA GGC TCC ACC ATT 
AAT TAC ACT ACC ATC AAC TAT 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn 
Tyr 20 25 30 TAC AAA GAC TCTTAT GCT GCA ACA GCAGGC AAA CAG AGC CTCAAA CAA 
144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAC CCT GAT 
AAG TTT GCT AAC CCT GTC AAG GAT ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys PheAla 
Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 GCT GCG CCA CTG AAG207Ala AlaPro Leu Lys 
65 [0059] array number: - die-length [ of 17 arrays ]: ~ mold [ of 207 arrays ]: -- number [ of nucleic- 
acid chains ]: -- single-strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic 
RNA origin living thing name: ~ 71 shares of enterovirus type name: - notation:CDS existence 
location: showing the description description of 0375/90 array ~ the 1 -207th base sequences of the gene 
field which carries out the code of the ****4 protein of information enterovirus 71 mold besides 
approach:E which determined 1 -207 description Array ATG GGC TCA CAG GTG TCC ACA CAA 
CGC TCC GGT TCG CAT GAA AAC TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His 
Glu Asn Ser 5 10 15 AAC TCA GCT ACT GAG GGT TCC ACC ATA AAC TAT ACC ACC ATT 
AAT TAC 96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAC AAG 
GAC TCC TAT GCT GCC ACA GCA GGC AAA CAG AGC CTT AAA CAG 144 Tyr Lys Asp Ser 
Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA GAT AAG TTT GCA AAT 
CCT GTC AAA GAT ATT TTC ACT GAA ATG 192 Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp 
He Phe Thr Glu Met 50 55 60 GCA GCG CCA CTA AAG 207Ala Ala Pro Leu Lys65 [0060] array 
number: ~ die-length [ of 18 arrays ]: - mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: - 
single strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic RNA origin living 
thing name: - 71 shares of enterovirus type name: - the description description of 2136/90 array The 
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notation:CDS existence location to express : 1 -207 description The 1 -207th base sequence array ATG 
GGC TCA CAG GTG TCC ACA CAA CGC TCC GGC TCA of the gene field which carries out the 
code of the ****4 determined protein of information enterovirus 71 mold besides approach:E CAT 
GAA AAC TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAC 
TCA GCC ACT GAG GGC TCC ACC ATA AAC TAC ACT ACT ATT AAT TAC 96 Asn Ser Ala 
Thr Glu Gly Ser Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAC TCCTAT GCC GCT 
ACA GCAGGC AAA CAG AGC CTCAAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys 
Gin Ser Leu Lys Gin 35 40 45 GAT CCA GAT AAG TTT GCAAAT CCT GTC AAA GAT ATT TTC 
ACT GAA ATG 192 Asp Pro Asp Lys PheAla Asn Pro Val Lys Asp He Phe Thr Glu Met 50 55 60 
GCA GCG CCA CTA AAG207Ala AlaPro Leu Lys 65 [0061] array number: - die-length [ of 19 
arrays ]: - mold [ of 207 arrays ]: -- number [ of nucleic-acid chains ]: ~ single-strand topology: ~ class 
[ of straight chain-like array ]: ~ cDNA to genomic RNA origin living thing name: - 71 shares of 
enterovirus type name: « notation:CDS existence location: showing the description description of 
2398/90 array - the 1 -207th base sequences of the gene field which carries out the code of the ****4 
protein of information enterovirus 71 mold besides approach:E which determined 1 -207 description 
Array ATG GGC TCA CAG GTG TCC ACA CAA CGC TCC GGC TCA CAT GAA AAC TCT 48 
Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 10 AAC TCA GCT ACT GAG 
GGC TCC ACC ATA AAC TAC ACT ACT ATT AAT TAC 96 AsnSer Ala Thr Glu Gly Ser Thr He 
Asn Tyr Thr Thr He Asn Tyr 20 30 TAC AAG GAC TCC TAT GCC GCT ACA GCA GGC AAA CAG 
AGC CTC AAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gin Ser Leu Lys Gin 40 GAT 
CCA GAT AAG TTT GCA AAT CCT GTC AAA GAT ATT TTC ACT GAA ATG 192 Asp Pro Asp 
Lys Phe Ala Asn Pro Val Lys Asp He Phe Thr Glu Met 50 60 GCA GCG CCA CTA AAG 207 Ala Ala 
Pro Leu Lys 65 [0062] array number: ~ die-length [ of 20 arrays ]: - mold [ of 207 arrays ]: ~ number 
[ of nucleic-acid chains ]: - single strand topology: - class [ of straight chain-like array ]: ~ cDNA to 
genomic RNA origin living thing name: - enterovirus type 71 -share name: ~ the description description 
of 4094/90 array The notation:CDS existence location to express : 1 -207 description The 1 -207th base 
sequence arrays ATG of the gene field which carries out the code of the ****4 determined protein of 
information enterovirus 71 mold besides approach:E GGC TCA CAG GTG TCC ACA CAG CGC TCC 
GGC TCG CAT GAA AAC TCT 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn 
Ser 5 1 0 1 5 AAC TCA GCT ACC GAG GGC TCC ACC ATA AAC TAC ACT ACC ATT AAT TAC 
96 Asn Ser Ala Thr Glu Gly Ser Thr He Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAC AAG GAC TCC 
TAT GCC GCT ACA GCA GGC AAA CAGAGT CTT AAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala 
Thr Ala Gly Lys Gin Ser Leu Lys Gin 35 40 45 GAT CCA GAC AAG TTT GCA AAT CCT GTC 
AAA GAT ATTTTC ACT GAA ATG 192 Asp Pro Asp Lys Phe Ala Asn Pro Val Lys Asp lie Phe Thr 
Glu Met 50 55 60 GCA GCG CCA CTA AAA 207Ala Ala Pro LeuLys 65 [0063] array number: ~ die- 
length [ of 21 arrays ]: « mold [ of 207 arrays ]: ~ number [ of nucleic-acid chains ]: - single strand 
topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic RNA origin living thing name: ~ 
71 shares of enterovirus type name: - the description description of 0419/90 array The notation:CDS 
existence location to express : 1 -207 description The 1 -207th base sequence array ATG GGC TCA 
CAG GTG TCC ACG CAA CGC TCC GGC TCG of the gene field which carries out the code of the 
****4 determined protein of information enterovirus 71 mold besides approach:E CAT GAA AAC TCT 
48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 1 0 1 5 AAT TCA GCT ACT 
GAG GGC TCC ACC ATA AAC TAT ACC ACC ATT AAT TAT 96 Asn Ser Ala Thr Glu Gly Ser 
Thr He Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAC TCCTAT GCC GCC ACA GCAGGC 
AAA CAG AGT CTT AAG CAG 144 Tyr Lys Asp Ser Tyr Ala Ala Thr Ala Gly Lys Gln-Ser-Leu-Lys- 
Gln 35 40 45 GAT CCA GAC AAG TTT GCA-AAT-CCT-GTC-AAA GAT ATT TTC ACT GAA 
ATG 192 Asp Pro Asp Lys Phe Ala Asn-Pro-Val-Lys-Asp-Ile-Phe-Thr-Glu-Met 50 55 60 GCT GCG 
CCA CTA AAG 207 Ala Ala Pro Leu Lys 65 [0064] array number: - die-length [ of 22 arrays ]: - mold 
[ of 207 arrays ]: - number [ of nucleic-acid chains ]: ~ single strand topology: ~ class [ of straight 
chain-like array ]: -- cDNA to genomic RNA origin living thing name: - 16 shares of entrovirus 
coxsackievirus A name: ~ the description description of G10 array The notation:CDS existence location 
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to express : 1 -207 description The 1 -207th base sequence array ATG GGG TCA CAA GTC TCA ACC 
CAA CGA TCG GGT of the gene field which carries out the code of the ****4 determined protein of 
information Coxsackie A group virus 16 mold besides approach:E TCC CAC GAA AAT TCG 48 Met 
Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAC TCA GCA TCA GAA 
GGA TCT ACT ATA AAC TAC ACC ACC ATC AAC TAT 96 Asn Ser Ala Ser Glu Gly Ser Thrlle 
Asn Tyr Thr Thrlle Asn Tyr 20 25 30 TAC AAG GAT GCA TAT GCT GCC AGC GCG GGT CGC 
CAA GAT ATG TCT CAG 144 Tyr Lys Asp Ala Tyr Ala Ala Ser Ala Gly Arg Gin Asp Met SerGln 35 
40 45 GAC CCTAAG AAA TTC ACA GAC CCT GTG ATG GAT GTC ATA CAC GAG ATG 192 
Asp Pro Lys LysPhe Thr Asp Pro Val Met Asp Val He His Glu Met 50 55 60 GCT CCT CCC TTG 
AAA 207 Ala Pro Pro Leu Lys65 [0065] array number: - die-length [ of 23 arrays ]: ~ mold [ of 207 
arrays ]: ~ number [ of nucleic-acid chains ]: ~ single strand topology: - class [ of straight chain-like 
array ]: ~ cDNA to genomic RNA origin living thing name: - 16 shares of coxsackievirus A name: - 
the description description of 1547/79 array The notation:CDS existence location to express : 1 -207 
description The 1 -207th base sequence array ATG GGG TCA CAG GTT TCC ACT CAG CGG TCT 
GGG of the gene field which carries out the code of the ****4 determined protein of information 
Coxsackie A group virus 16 mold besides approach:E TCA CAT GAG AAC TCA48 Met Gly Ser Gin 
Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn Ser 5 10 15 AAC TCT GCA TCG GAG GGT TCA ACT 
ATA AAT TAT ACA ACC ATA AAT TAC 96 Asn Ser Ala Ser Glu Gly Ser Thr lie Asn Tyr Thr 
Thrlle Asn Tyr 20 25 30 TAT AAG GAT GCA TAT GCT GCA AGT GCGGGG CGC CAG GAT 
ATGTCC CAA 144 Tyr Lys Asp Ala Tyr Ala Ala Ser Ala Gly Arg Gin Asp MetSer Gin 35 40 45 GAC 
CCG AAG AAA TTT ACCGAT CCT GTT ATG GAC GTT ATA CAT GAG ATG 1 92 Asp Pro Lys 
Lys Phe Thr Asp Pro Val Met Asp Val lie His Glu Met 50 55 60 GCT CCA CCA CTT AAA 207 Ala 
Pro Pro Leu Lys65 [0066] array number: - die-length [ of 24 arrays ]: - mold [ of 207 arrays ]: ~ 
number [ of nucleic-acid chains ]: ~ single strand topology: - class [ of straight chain-like array ]: ~ 
cDNA to genomic RNA origin living thing name: -- coxsackievirus A16 Stock name : the description 
description of 4057/81 array The notation:CDS existence location to express : 1 -207 description The 1- 
207th base sequence array ATG GGG TCA CAG GTC TCC ACT CAG CGG TCT GGG of the gene 
field which carries out the code of the ****4 determined protein of information Coxsackie A group virus 
16 mold besides approach:E TCA CAT GAG AAC TCA 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser 
Gly Ser His Glu Asn Ser 5 10 15 AAC TCT GCA TCG GAG GGT TCA ACT ATA AAT TAC ACA 
ACC ATA AAT TAC 96 Asn Ser Ala Ser Glu Gly Ser Thrlle Asn Tyr Thr Thrlle Asn Tyr 20 25 30 
TAT AAG GAT GCA TAT GCT GCA AGT GCG GGG CGC CAG GAT ATG TCC CAA 144 Tyr Lys 
Asp Ala Tyr Ala Ala Ser Ala Gly Arg Gin Asp Met SerGln 35 40 45 GAC CCGAAG AAA TTT ACC 
GAT CCT GTC ATG GAC GTT ATA CAT GAG ATG 192 Asp Pro Lys LysPhe Thr Asp Pro Val Met 
Asp Val He His Glu Met 50 55 60 GCT CCA CCA CTC AAA 207 Ala Pro Pro Leu Lys65 [0067] array 
number: - die-length [ of 25 arrays ]: - mold [ of 207 arrays ]: - number [ of nucleic-acid chains ]: - 
single strand topology: ~ class [ of straight chain-like array ]: ~ cDNA to genomic RNA origin living 
thing name: - 16 shares of coxsackievirus A name: - the description description of 0216/86 array The 
notation:CDS existence location to express : 1 -207 description The 1 -207th base sequence array ATG 
GGG TCA CAG GTC TCC ACT CAG SGG TCT GGG of the gene field which carries out the code of 
the ****4 determined protein of information Coxsackie A group virus 16 mold besides approach:E TCA 
CAC GAA AAC TCA48 Met Gly Ser Gin Val Ser Thr Gin Xaa Ser Gly Ser His Glu Asn Ser 5 10 15 
AAC TCT GYA TCG glass fiber reinforced gypsum GGT ACA WCT ATA AAT TAC ACA CCC 
ATA AAT TAC 96 Asn Ser Xaa Ser Xaa Gly Thr Xaa lie Asn Tyr Thr Prolle Asn Tyr 20 25 30 TAT 
AAG GAT GCA TAT GCT GCA AGT GCG GGACGM CAG GAT ATGTCC CAG 144 Tyr Lys Asp 
Ala Tyr Ala Ala Ser Ala Gly Arg Gin Asp MetSer Gin 35 40 45 GAC CCG AAG AAA TTC ACCGAT 
CCT GTC ATG GAC GTT ATA CAT GAG ATG 192 Asp Pro Lys Lys Phe Thr Asp Pro Val Met Asp 
Val He His Glu Met 50 55 60 GCT CCA CCG CTC AAA 207 Ala Pro Pro Leu Lys65 [0068] array 
number: ~ die-length [ of 26 arrays ]: ~ mold [ of 207 arrays ]: ~ number [ of nucleic-acid chains ]: ~ 
single-strand topology: - class [ of straight chain-like array ]: - cDNA to genomic RNA origin living 
thing name: -- 16 shares of coxsackievirus A name: - notation:CDS existence location: showing the 



http://www4.ipdl.inpit.go.jp/cgi-bin/tran_web_cgi_ejje 1 0/23/2007 



JP,08-173195,A [EXAMPLE] 



Page 10 of 11 



description description of 0241/91 array - the 1 -207th base sequences of the gene field which carries 
out the code of the ****4 protein of information Coxsackie A group virus 16 mold besides approach:E 
which determined 1 -207 description Array ATG GGG TCA CAG GTC TCC ACT CAA CGG TCT 
GGG TCA CAT GAG AAC TCA 48 Met Gly Ser Gin Val Ser Thr Gin Arg Ser Gly Ser His Glu Asn 
Ser 5 1 0 1 5 AAC TCA GCA TCA GAG GGT TCA ACT ATA AAT TAC ACA ACC ATA AAT TAC 
96 Asn Ser Ala Ser Glu Gly Ser Thr He Asn Tyr Thr Thr He Asn Tyr 20 25 30 TAT AAA GAT GCA 
TAT GCT GCG AGT GCG GGG CGC CAG GAT ATG TCC CAA 144 Tyr Lys Asp Ala Tyr Ala Ala 
Ser Ala Gly Arg Gin Asp Met Ser Gin 35 40 45 GAT CCG AAG AAA TTT ACC GAT CCT GTT ATG 
GAT GTT ATA CAC GAG ATG 192 Asp Pro Lys Lys Phe Thr Asp Pro Val Met Asp Val He His Glu 
Met 50 55 60 GCT CCA CCA CTC AAA 207 Ala Pro Pro Leu Lys65 [0069] array number: - die-length 
[ of 27 arrays ]: - mold [ of 16 arrays ]: ~ number [ of nucleic-acid chains ]: - single strand topology: - 
nucleic acid besides class: of a straight chain-like array A part of information enterovirus of 
5'untranslation region besides a synthetic DNA Array array CTACTTTGGG TGTCCG which has a 
complementarity in antigenomic sense RNA 16 [0070] array number: - die-length [ of 28 arrays ]: - 
mold [ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand topology: - nucleic acid 
besides class: of a straight chain-like array A part of gene field which carries out the code of the ****2 
protein of information enterovirus besides a synthetic DNA Array which has a complementarity in 
genomic sense RNA. Q of the 6th base number shows T or C during an array, and N of the 18th base 
number shows A, C, G, or T. 

Array GGTAAQTTCC ACCACCANCC 20 [0071] array number: - die-length [ of 29 arrays ]: - mold 
[ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand topology: - nucleic acid besides 
class: of a straight chain-like array A part of information enterovirus of 5 f untranslation region besides a 
synthetic DNA Array array CATCTTTGGG TGTCCGTGTT which has a complementarity in 
antigenomic sense RNA 20 [0072] array number: ~ die-length [ of 30 arrays ]: ~ mold [ of 20 arrays ]: - 

- number [ of nucleic-acid chains ]: - single strand topology: ~ nucleic acid besides class: of a straight 
chain-like array A part of gene field which carries out the code of the VP2 protein of information 
enterovirus besides a synthetic DNA genomic sense Array array TCAGGCAACT TCCACCACCA 
which has a complementarity in RNA 20 [0073] array number: - die-length [ of 31 arrays ]: - mold [ of 
20 arrays ]: - number [ of nucleic-acid chains ]: - single strand topology: - nucleic acid besides class: 
of a straight chain-like array The 1 18-137th of the gene field which carries out the code of the ****4 
protein of information enterovirus besides a synthetic DNA Array array AGGCTCTGTT 
TGCCTGCTGT which has a complementarity in antigenomic sense RNA 20 [0074] array number: - 
die-length [ of 32 arrays ]: ~ mold [ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand 
topology: - nucleic acid besides class: of a straight chain-like array The 1 18-137th of the gene field 
which carries out the code of the ****4 protein of information enterovirus besides a synthetic DNA 
Array array ATATCCTGGC GCCCCGCACT which has a complementarity in antigenomic sense RNA 
20 [0075] array number: ~ die-length [ of 33 arrays ]: - mold [ of 20 arrays ]: - number [ of nucleic- 
acid chains ]: - single strand topology: - nucleic acid besides class: of a straight chain-like array The 
122-141 st of the gene field which carries out the code of the ****4 protein of information enterovirus 
besides a synthetic DNA Array array TTTGAGGCTC TGTTTGCCTG which has a complementarity in 
antigenomic sense RNA 20 [0076] array number: - die-length [ of 34 arrays ]: - mold [ of 20 arrays ]: - 

- number [ of nucleic-acid chains ]: — single strand topology: - nucleic acid besides class: of a straight 
chain-like array The 122-141st of the gene field which carries out the code of the ****4 protein of 
information enterovirus besides a synthetic DNA Array array GGACATATCC TGGCGCCCCG which 
has a complementarity in antigenomic sense RNA 20 [0077] array number: ~ die-length [ of 35 arrays ]: 

- mold [ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand topology: - nucleic acid 
besides class: of a straight chain-like array The 181 -200th of the gene field which carries out the code of 
the ****4 protein of information enterovirus besides a synthetic DNA Array array GGCGCTGCCA 
TTTCAGTGAA which has a complementarity in antigenomic sense RNA 20 [0078] array number: - 
die-length [ of 36 arrays ]: - mold [ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand 
topology: - nucleic acid besides class: of a straight chain-like array The 181 -200th of the gene which 
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carries out the code of the ****4 protein of information enterovirus besides a synthetic DNA Array 
array GGTGGAGCCA TCTCATGTAT which has a complementarity in antigenomic sense RNA 20 
[0079] array number: die-length [ of 37 arrays ]: - mold [ of 20 arrays ]: - number [ of nucleic-acid 
chains ]: - single strand topology: - nucleic acid besides class: of a straight chain-like array The 173- 
192nd of the gene field which carries out the code of the ****4 protein of information enterovirus 
besides a synthetic DNA Array which has a complementarity in antigenomic sense RNA. Q of the 19th 
base number shows C or T during an array. 

Array CATTTCAGTG AAAATRTCQT 20 [0080] array number: - die-length [ of 38 arrays ]: - mold 
[ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand topology: ~ nucleic acid besides 
class: of a straight chain-like array The 173-192nd of the gene field which carries out the code of the 
****4 p ro tein of information enterovirus besides a synthetic DNA Array array CATCTCRTGT 
ATAACRTCCA which has a complementarity in antigenomic sense RNA 20 [0081] array number: - 
die-length [ of 39 arrays ]: ~ mold [ of 20 arrays ]: - number [ of nucleic-acid chains ]: - single strand 
topology: - nucleic acid besides class: of a straight chain-like array The 1 18-137th of the gene field 
which carries out the code of ****4 of information enterovirus besides a synthetic DNA Array array 
ATATCTTGAC GCCCAGCGCT which has the complementarity of antigenomic sense RNA 20 [0082] 
array number: - die-length [ of 40 arrays ]: - mold [ of 20 arrays ]: - number [ of nucleic-acid chains ]: 
- single strand topology: - nucleic acid besides class: of a straight chain-like array The 172-1 91st of the 
gene field which carries out the code of ****4 of information enterovirus besides a synthetic DNA 
Array which has the complementarity of antigenomic sense RNA. Q of the 3rd base number shows C or 
T during an array. 

Array ATQTCATGTA TAACRTCCAT 20 [0083] array number: - die-length [ of 41 arrays ]: - mold 
[ of 20 arrays ]: - number [ of nucleic-acid chains ]: ~ single strand topology: - nucleic acid besides 
class: of a straight chain-like array The 172-191st of the gene field which carries out the code of ****4 
of information enterovirus besides a synthetic DNA Array which has the complementarity of 
antigenomic sense RNA. Q of the 1 8th base number shows C or T during an array. 
Array ATTTCAGTGA AAATRTCQTT 20 
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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation, 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DESCRIPTION OF DRAWINGS 



[Brief Description of the Drawings] 

[Drawing 1 ] It is drawing showing the hybridization of a CA16 unique probe (the array number 32, the 
array number 38, and array number 39) and Magnification DNA. 

[Drawing 2] It is drawing showing the hybridization of a CA16 unique probe (the array number 32, the 
array number 38, and array number 39) and Magnification DNA. 

[Drawing 3] It is drawing showing the hybridization of a CA16 unique probe (the array number 32, the 
array number 38, and array number 39) and Magnification DNA. 

[Drawing 4] It is drawing showing the hybridization of a CA16 unique probe (the array number 32, the 
array number 38, and array number 39) and Magnification DNA. 

[Drawing 5] It is drawing showing the hybridization of a CA16 unique probe (the array number 32, the 
array number 38, and array number 39) and Magnification DNA. 

[Drawing 6] It is drawing showing the hybridization of a CA16 unique probe (the array number 32, the 
array number 3 8, and array number 39) and Magnification DNA. 

[Drawing 7J, It is drawing showing the hybridization of a CA16 unique probe (the array number 32, the 
array number 38, and array number 39) and Magnification DNA. 

[Drawing 8] It is drawing showing the hybridization of a CA16 unique probe (the array number 32, the 
array number 38, and array number 39) and Magnification DNA. 

[Drawing 9] It is drawing showing the hybridization of an EV71 unique DNA probe (the array number 
3 1 and array number 4 1 ) and Magnification DNA. 
f Drawing 10] It is drawing showing the hybridization of an 
31 and array number 41) and Magnification DNA. 
[Drawing 1 1] It is drawing showing the hybridization of an 
3 1 and array number 41) and Magnification DNA. 
[Drawing 12] It is drawing showing the hybridization of an 
3 1 and array number 41) and Magnification DNA. 
[Drawing 13] It is drawing showing the hybridization of an 
3 1 and array number 41) and Magnification DNA. 
[Drawing 14] It is drawing showing the hybridization of an 
3 1 and array number 41) and Magnification DNA. 
[Drawing 15] It is drawing showing the hybridization of an 
3 1 and array number 41) and Magnification DNA. 
[Drawing 1 6] It is drawing showing the hybridization of an 
31 and array number 41) and Magnification DNA. 
[Drawing 17] It is drawing showing the joint location of a CA16 unique DNA probe and an EV71 
unique DNA probe in the location of the magnification gene field of enterovirus, and the magnitude list 
of Magnification DNA. The location in the gene field where the figure in an array number and ( ) carries 
out the code of the ****4 protein in two digits, and the figure in [ ] show the magnitude (bp) of a DNA 
fragment among drawing. 
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i o 014] ±n7?4~?-osumtuxit. DA. 0 

live ex al, Journal of General Virology 7I&. 
33*^cil*l,fcffH76 - 3 1 1 9 0 0*9)ta& 

2 9 r«« h** y sr* * u** 3 ' $«WM> 10 

UZ^.LX {Applied &iosys*ais> its?, *nZ8 1 

fMMtTtt ±BtMDNAtt. Stt. 

Miltf, r^P-xyj^ajM^cfcOiMIU. DN 

a;o Ki i/cfettt? &c 4^r*. cntcj: ox>? 

D-JHJUA7 iaaO'2^^y+-Ap-?^^^163S 20 
4*CWft&* D N A «r«8-r * C 4 #X 3? £<> 
[00 16] 2. 4«DNA4«9Vp4Sd«^-Pr 

±K*fl«DNA©fc*fi25l|«, T77^ K - M 

^t^fA^lS, *^>3 7 3-A *-rS^* 
Dye DW 

c idlest & e *s$nfc««EW*©asRBa 

[gfig 4$B&Hf%* 137&, 14^. 2509-2613 30 

(199?) <?.6g) Z$?&?ZCtlC&t). Vp4^0^2 

[00 1 7] ^<l/r»6tl«EV7 l<DVp43lB& 
^ - Kf ««0>B9ll&B?tt # 3 -ffifljg^ 2 

1 . ZO>T S >>6ffiM©«*tf *E5IJ»^ 1 Ztfto 

£tc. ca 1 6©vp4aa*3-Kr&*e+«w[> 

i29J£gg?JS# 2 2 -EW»2 6 tc . *-tf>7 * 

4*Rfl^>DNAKJ4-li. EV7 1 BtVCA ! 6 £Nttfe 40 
ORNA^6^fi»SnfecDNAO*«&r, MHBL' 
&tt*DNASfiE4fiB, fll*tt±E7:^ K • 

^ a xtta . * rii 3 a i - a dn a nim&m 

1>X SJ«S*ite4«E>'C*o , CJ:C' 0 
[0018] 3 . D N A ^o-^Sfit&O'^E 

WT^DNA^o-^ (tlTC#l* TEV7 l^S^D 
~?'J £«S**T*C; cr>teg|2?Jii, IRKS?* 

S#3-Ey4S*f2 lt«Sn«BW«ti«E>EV7 lKff 
RW^KW4WKT& C 4(C J: *J Sft?& C t&Xit 50 



173 195 

6 

4. 3^^+-A8^^^^iea«>4»«« 
ft*as«icc«Mtt*irr*DNA^o-y <eiTcn 
4 tca i ettn^a-^j 4«»rr*c±#**> <*> 

6E5U*0> CA1 6*c«H«ftE5«t«»rr*CtK: 

[0 0 19] *<l/C»6ft*EV7 HJI^P-^i 
l/Ctt, flit*. E9UM3 3. S2?»J« 

^3 5, EMS43 73Utfl9m4 l-CmSh«*y 

I*. 127^3 2, iM43 4, I2?J§^3 6. ffi^l 

§^38, sniaw 3 9 xtwpHW 4 o x™$ tt£ * 
y ^ u,*^ k*»w*c t^r**. ±aai/ftA» 

SISS^D-^CD^fe, K*l/<tt. EV7!«»70 
-^4l/rBSU«3 1 1 , C A 1 64# 
P^qt^-yi U CS?0S^3 2 , E9U«#3 dKDBM 
#^4 o r'7n5*l4* y 3* ^ u*^ K<r*V«C 4 ad* 
T'**. ±SDNA7D-^lt, «tlSMHnCD9]kn 

AHXttS. W3 8 1-A DNA^«M9<rJB 

a, 

[0 02 0] 4. xvro^^'u? iaa^>f? 

EV7 1SCXCA! 8<rKlir&C£3»it l »& t *T, 

6. SStcJrO-J^^xRNAftWttTAo s^JAtiiRN 
A*6 C D N A fflffiilL»M«ay ^ ^ 

p 4 stexv p 2 m&v>-®% ^ - kt ^ae^ wk, 
gnapcR^^o^sr^o *«DNA«>*aHtt, r 
^'p - *«wc«k j: o d n a £ i/ % mmtxA 

ms&omtc * o ^ $ « . «<o d n a ; < > k *msr a 

[0 02 1 ] EV7 l^CAieMfflMIt, ffilffiifiLffS 

«tta^^^-?-t«i*t:*«i(/feDNAiiH-t. ns 

jWfSWKDNA^D-5*. * «*>«EV7 1 OfMHcc 
i*. PIAiflenM3 1. BAS43 3, S2?M^3 

5. BW»3 7SCflBW«4 
*&CA18©*a<Ctt. «i«SWW3 2. I2?J§ 
^3 4, 04S93 8, 129J#^3 8. BMH93 9A 

o'g29ij§^4 o-cs8n*EW*wr** y =f* > u* 

* K & C 4 tCJ: 9 fWi/fc D NA7D- ^4 
4. BtftJitHtttcc^o^^yy^xsii, jbMStt 
MDNA^a-roMttRttSffT«c&(cJ:OfT^ 

[ 0 0 2 2] Ht8±^4>DNA0ttdtt, ^nSftB* 



http://www4jpdljnpit.go jp/tjcontentdbenipdl?N000^ 10/23/2007 



Page 1 of 1 



(5) 



«W¥8-173 195 



f fc^3££ tcj:«) It * &*S 1/ 

< « . S« D N A * SST & fc»tc ftffl 1/ fc_h!2 7 # P 

[0023] DNA^P-^aSte. 5 
BMkKfttCJ:Q (y- M P)ATP. T4#y**U* 

*• *fc, WMSWtttiHS. 85SStlft:DNA^o-y 

^^^0!>Jftl*^S«DNAie?J*g-^«e^»«, 0 
fc. x>rP*^A<£5 '*SR«W[)-«iVp4 

sffvp2>e(o- nt^-p* *jm. mmm? 



*w?*-PMf>4*A\ ea <ca i 6) 

1 $47/79 
4 0 57/8 1 
0 2 1 6/8 6 
0 241/91 
x>fD^^'U7 19 ( E V 7 1 } 
*=f+/7 0 
0 1 0 8/7 8 
3 0 59/7 8 
3359/83 
4 1 32/85 
T86236a/86 
109 1/89 



*?WSaDNAlBH^W>-ffl*, EUTKmfo 0*. 2 
HKDfctttEWW, ( >rt<DWttDNA*o--* 
V r> 4^0*:3- pf &ite?tlWK>CHi 

<*s*H»> . ( )rt®fe*iiifNi3n*DNAli 

[0025] 

MUM] %(cmM«|icfc*IWItS 6(CV«sctt 

[0 02 6] AMIl EV7 1 4C A 1 6 4M6*g*tt 
©i'-£x>* 
<A> <£^ifc£133 

td a o Afiawm $ n*x > * a * a ju * »e»ao' 

[002 7] 



1 979* 
1981* 
1 986* 
199 1* 



[0028] (2) 

X>?P0 4*A 



04 4 5/9 0 
0 0 04/7 8 
1 0 9 6/8 6 
08 72/8 9 
2587/89 
2 6 03/8 9 
0375/90 
2 1 3 6/9 0 
2 3 98/9 0 
4 0 94/9 0 
0 4 1 9/9 0 

1 69 <CA 16) 
7 19 <EV7 1 ) 



50 



1 9 70* 
1 978* 
1 978* 
1 983* 
1 9 85* 
1 9 86* 
1 989* 
1 9 90* 
1 978* 
1 986* 
1 989* 
1 989* 
1 989* 
1 9 90* 
1 9 90* 
1 9 90* 
1 9 90* 
1 9 90* 
[0029] <B> RNAtiDMiH 
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9 10 
{ C > c D N A©£* * *C4 5«\ 4 0 tM > M?*flMl/fc. 

±B <B>flWllfcRNA*l(Hl4U-cy«-^h9> [0032] (F> ^««WdH»C<(:«IMDNAO 

X*»J7*-*f <GI BCO/BRLttU) «£ 

(D) PCRfflCD^^-e-O^A 0- 5jjqrtftl*t ±§S<E> flrt?Wll/fcDNAO« 

EWS^2 8 2 9 f^<? "J 3* ? u 3&*S&£?T-?fc, ftlttt. 2 5 4 m0tt?M*liM4U 

F**A*7S K (Phospholipid*} ttKJ: X?^/^a?^ KO&BKl&tC* D D N A'O K* 

♦J. 777^F'^tWAAmi «f*3 8 1 4MUU x>*0$^*©5 V 

^*?YbO?C 1v Ji~Vl>>l>%m*X%mL. PC 10 r«N6 5 0tt*M>mDNA'OFtMlilCfc. 

RCP*? A -7- 1 l,X®m Ufeo [0033] < G > V p 4 *WK>ftiiE9ft>^ 

[ 0 0 3 0] < E ) MADNAOJMI ( PC Rtt) ±12 < F ) r'MK*nfePCR*«J«. Centncon-100 

Klfc«l*\ 1 OpM T r ■ s ♦ HC ! <pH8. (7 5 2 >t±^> tHt'trOllft, Dye Daw/' * 

0) . 5 0m KC!> 0- 0 0 1^*>. 0. 5 9 Cycle Sequencing Sl6t»r». 77 

5m MsrCl*, 0. 0 5m dNTPs, 2. 5« 5 <f K ' • >U*isA*2*XWaft?*% 7 3 - A DN 

**A7S F&UfcttHKE. ±E*iJ:f**U**F# At'-*X>*-*j*H'. IIIIEHtittfelsfc. 

* ^ -7 - < i2?ij#^ 2 a spewim- 2 9 ; & 5 0 n^fetEMaNin ^ k >a#x> tD-j^w 

iiH >so. 1 jui , ma (C> arcsj«snfcx>f <D»^vp42eacxvp2ge : £WK'r*7 5>'B 

a94JbAcDNA lOOmr-l *iq, SOT aq* B5Utt:»I&y**IHOT«:tt*S'4C4*CJ:0. Vp4 
^5-*(a*D?WtBI) 0. 125 Jil (0. 20 aaia-KT^iSe^fBUtoSaiByil&ftftOfci a> 

6 2 5U ) H-5 0 jcxl <U/ftfc<££^t,fco <0*at6n*:EV7 !©Vp4Sa*3-K'r*ffi5iJ 

PCRii, 9 5 *C 3 0 f*. 5 5 # C 3 0 frCDRfcfcttr, £g39j£^ 3 -ffiWS* 2 HC , C A 1 6 0> V p 4 ire 

l4trO^C7>7U? ^->> 5 >*/AfA (Ampl *3-Kt&B5lJ4E?JS#2 2-Kfy#*2 6«:ft 

ificanon Svste*; *>-**t±> £ffior&ffjDNA& f • 

[ 0 0 3 4] H?fcfl2 E V 7 1 JWCA ! 605BK9I 

[ 0 0 3 11 5 ±!ai§?£tc, 10« T ( A ) ffijf R£« 

r i s ■ HC 1 <pn8 . 0 ) » 5 OpM KC ! . 0. 0 ( 1 ) tgilte 

0 1^^>. 2. 35m MffCl, , 0- 15m BfiW**^fflf«»octe^^Ci««»*snrc*STffi3 

dNTPs. 2. 5«**A7S FiOfcjfflBe, _b 9tt^JlL4IKax>^a9^^xWlk«IB^*c«lt* 

b+vj^u^f**:^-*- <mm%2S8. 30 cnecoxvf o«jnjk*«. t*rn&4*«*i 

013 29;«50fiH}ftl. Owl , T a q * jfctt *E t * fc+HKft t*MWW* $ nr I >Z 

feTO. 2 5 w 1 < 1. 2 5U ) W^ctt5 0 r-^^o 
ill OffiftftflD*, 9 5*03 01*, 5 5*03 Of*. 72* [0035] 
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rt 
n 

X) 

[003 6] <2> x>^Q^.'U*#att;fe 





4 " 
5* 
8* 
7 " 
9* 
1 ! * 
1 2 " 
! 3 " 
I 4 u 

1 6 " 

1 7 « 

I 8 * 

1 9 " 

2 1 « 
22 " 

2 4" 
25" 

3 0 * 
7 0S! 
7 1 " 

IS 
2" 
3" 



E4 
E5 
£6 
E7 
E9 
E 1 1 
E12 
EI 3 
E14 
E16 
E 1 7 
E 1 8 
E19 
E2 1 
E22 
E24 
E25 
E3 0 
EV7 0 
EV7 1 
PV 1 
PV 2 
P V 3 



3^f?+-AS-5^!6a (CA 1 6) 

4 05 7/8 1 

0 84 3/8 7 

0 07 1/8 8 

1 0 4 5/9 0 

1 0 5 1/9 0 

0 24 1/9 0 

2 50 0/9 2 
X>-f a0J)l*7 152 <EV7 1 > 



[0 03 7] 
ggPggj 



***/? 
2 105/7 
2 08 9/7 
2 146/7 

2 20 3/7 
2377/7 
238 1/7 
0 10 8/7 8 

3 05 9/7 8 
0 19 3/7 8 
0 29 7/7 8 
0 33 3/7 8 
07 6 1/8 2 

FE-27 



198 1* 
1 987* 
1 988* 
1 990* 
1 990* 
1 990* 
1 992* 

1 970* 
1 973* 
1 973* 
1 973* 
1 973* 
1 973* 
1 973* 
1 978* 
1 978* 
1 978* 
1 978* 
1 978* 
1 982* 
1 982* 
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0 27 2/8 3 


1 9 8 3S 


F E- 1 8 


1 9 8 3S 


F E - 2 0 


1 9 8 3S 


4 1 3 2/8 & 


1 9 8 5S 


0 8 6 6/86 


1 9863= 


0 89 1/8 8 


1 986S 


0 94 8/8 6 


1 986S 


1 0 2 5/8 6 


1 986*f 


1 0 2 7/8 6 


1 986S 


1 0 7 9/8 6 


1 986S 


1 0 9 6/8 6 


1 986s 


1 1 63/86 


1 986S 


046 0/8 7 


1 987S 


04 4 3/8 8 


1 988£ 


2587/89 


1 9 8 9S 


2 60 3/8 9 


1 9 8 9S 


2 13 6/90 


19 9 0S 


2 23 4/9 0 


1 9 9 0s 


2 39 8/9 0 


1 9 9 0S 


0 4 ! 9/9 0 


1 9 9 0S 


O445/9 () 


1 9 9 0S 


0 1 8 9/9 0 


1 9 9 0^ 


4 0 9 4/9 0 


1 9 9 0^ 


F E-4 5 


1 9 9 0^ 


FE-4 6 


1 9 9 0S 


T9 1 -Y5 63 


1 9 9 1 s 


1 26 4/9 2 


1 9 9 2s 


2326/92 


1 992S 


2 90 9/9 3 


1 993S 


0 08 9/9 3 


1 993S 


0 13 3/9 3 


1 993S 


0 1 3 6/9 3 


1 9 9 3S 


0 1 4 6/9 3 


1 9 9 3S 


2 20 0/9 3 


1 9 9 3S 


0 15 4/9 3 


1 9 9 33f 


0 1 5 9/9 3 


1 9 9 3S 


2 1 2 2/9 3 


1 9 9 3S 


2 16 7/93 


i O C *J 


2 1 6 8 /9 3 


£ 9 9 v . 




1 y y 0 


0 56 5/9 3 


1 993S 


0 63 0/9 3 


1 993S 


0 67 9/9 3 


1 993S 


07 0 2/93 


1 993S 


07 2 4/9 3 


1 993S 


074 8/93 


1 993S 


077 4/93 


1 993S 


079 1/93 


1 993S 


F E - 5 7 


1 993S 


T93-128 


1 993S 
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T93-133 
T93-Y998 
[0 03 8] (B) RNAttffi4cDNA&JA. fctfx 

mm 1 V> < B > - < F ) mvfnUtc J: ^ tc, ±tax > 
ro^ ^^«WttawfB»0>RNA«:«ffll/. 5 ' 
#HRMW>-M^ V p 4 4 v p 2 8SG>-«tt:*K6T 
JfMK . Ttf0 — 7> fflt ^feSa^StC f 

-t>©Ha em »jg^tpja#^WUfc 0 
[0 03 9] (C) WsV'a? Ym 

tc7tfa-M*&%, 7^«>;Stttf (0. SMNaO 
H, 1. 5uNaC I ) ?309M&Eft, *«* < 1 
Mlns-HCL 1. 5m NaC 1 > T30»BA. 
n^ftipttKRU DNA«rKttS*fco » 
thf>^D?^i>jr*-wfK *Mn> 
> U >CC9ff Oft D N At 2 5 4 irt©»?fesi 1 . 2 
XI 0' ju JCULES/cw 4 <Ul- straxalinter"' ; * r ? £ 

[ o o 4 0] ( d ) inaa«s«7"D - ^oatf 4£.$ 

&ttffll <G> J«r'7jU/*:CA 1 6£tfEV7 1 ©V p 
4Jfl«a- Fr&DNA«WE>*«BW (B9Ht4 
3*--<€>fi?4##2 6) «¥ftU Cft6©BJ***EV 

7 i4*M7p-^gm^3 lscqemm 1, c 

A 1 6«H^o-^4E5tt«#3 2. ge?'J£^3 9 SO' 

ewm 4 o <o * 5 ccssiir o t mtpi i { d ) m&m O 

XZf&UtCo IKDNA^P-rrc^BK*, 5 ' *»<D 
Vi>ffim.l&C£*) (r- 3a P)ATP, T4tf'J£* 
U**K**-* (J^ftiStfcSi) m^Xft^tCo 
[0 04 1 ] (E)M3' l jm-t'8> 

4UT1. OH NaC I. 50wM Tr j $ - HC! 
(pH?. 5). 0. 5KPVP, 0. i 

dm edta. 2%$v$*f$t,> > sowimmtm 

MUffl20 <DHPC£rtt/fc (r-"P) atps$ 
DNA^O-^t, 10' qm/toliffi*. 5 0*C. 4B#E1 

«a+-c% sows*, zmftrnz. 2xssc- 

Met 01 v Gqq Gin Val 5er Hhh Gin 

5 

111 Ser Ala Thr Clu CPv Ser Thr 

20 

Tyr Lll &ta 5er Tvr Ala Ala Thr 
35 40 
Ppp Pro Asp Lvs Odq Rrr Sss Pro 
50 55 
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1 993* 
1 993* 

*0. i*6SDSfc?fi*T\ 50*Ct?5£, 2B8li»0« 

9? <-*-80 < CT l 4 5»B, SeKfiB-Cl 5»B 

[0 04 2] *<L/tT«6ft&, CA16£M*JDNA 
7a-y (B*U»#3 2. B?4^3 8&CXB&IM3 
10 9 > &4MD N A 4 7*) ? FOflftAtB 1 HH 6 
(C. EV7 I^SSWDNA^D-y <|2?'j§^3 ISO' 
B9JM4 1 > i*fflDNAi^W7-y >■ HM*I3 
9 -HI 6fc*T 0 BI*6W&*ft4*>9, E V 7 1 41 
RWDNA7P-^ttr^r<DEV7 ! »SI»^ C 
A 1 SfilWDNA^a-^CCIty^WCA 1 S#S8l 
tfeWEfcU itflJSMSRftDNA^a-^tSjlL 
M9®x > r o *? 4 jUxSittfefc&fg *>nfc D N A 4 <Z> 
fl?®££G)&i«t < t C tllittWWft tt£T?* * C 4 
ti&mufc* ±ta<7>4fe0. *J6«©*ft*iJ:na c 

20 a i 6 4 e v 7 1 &Tsmjcmmm$x'$>z><> 

I 0 0 4 3] 

mm) 

ffi9IJOC«§ : 69 

mm 

r 7 5 /K»^7 SSOMhri tt t Ala 3?^Thr 

30 t^U, 7^^K§^9SS<7> Ini*. ArqXi* Xaat 

7 ^ y'Kft* 1 7£@£>Jii i*. Asn Xi* Xaat 

Tjkb. 7 ^ ^KW3 1 SSOKkk Asn Xi*Xaa & 

^U. 7 ^ ^KS^3 4Sac^lll 4*. Lvs Xi*Xaa t 

^b. 7 * ^@£&^3 5SS<Dhtan k*. Asp XtfXaa t 

7^^KS^4 3Sg<Dl*in«. Lvs X&Xaa t 

7 ^ -/KM 4 fc*. Lvs X&Xaa £ 

ml. 7 a ^KW4 9SB(^>Ppp Asp Xi*Xaa & 

Thb. 7^^KM5 3*B<?>0jq«. PheX^Xaa* 

^0. 7^KM5 4£B<DRrr i*. Ala Xi^Cly X 
40 iiXaa 7% ^Bft#5 5SB©Sss It. Asn X 
* liXaa , 

Iii Ser Civ Ser His Glu Asn Ser 

10 15 
!le Asn Tyr Thr Thr He Kkk Tyr 
25 30 
Ala Cly Nhn Gin Ser Leu 0w> Cln 
45 

Val Lvs .Asp !le Rie Thr clu Met 

60 
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17 

Ala Ala Pro Leu Ivs 
65 



18 



7*m&^Z l§S<2Ccc It, 



r $ 3§e^>Ddd it. 



r 5 

T 5 



[0044] ie^lj§^; 2 *a ^ml/, 

E9J<£& : 7 5 >>B a *iRU 

*©tttt a **U 

TKiBW*, 7 5 ^§^9#S<£Aaa It, Am XttXa* 

Met Cly Ser Gin Val 5er Thr Cln Aaa Ser Civ Ser His Glu Asn Ser 

5 10 15 

Asn Ser ebb Ser Ccc Cly DqW Eee !le Asn Tyr Thr Fff He Asn Tyr 

20 25 30 

Tyr Lvs Asp Ala Tvr Ala Ala Ser Ala Civ Anq Cln Asp Wet Ser Cln 

35 40 45 

.Asp Pro Lvs Lvs Phe Thr Asp Pro Val Met .Asp Val lie His Clu Met 



2 4#@0>Eee It, 
2 9*BG>Ff fit 



Ala XltXa 
Clu XltXa 
Ser 5?JtTh 
Thr XttXa 
Thr XitPro 



50 

Ala Pro Pro Leu Lvs 

65 

[0 04 5] EMM: 3 
E5IJCDS$ : 2 07 



55 60 



&®1<DU% : cDMA to genomic RNA 



20&J&S : BrCr 

CDS 
£&fiS: 1-207 

x>9»EJ0 4*;*7 lB0Vp49a*3~Fr«£G 
I - 2 0 7 



enterovirus enterovirus tvpe 71 

atg go: tcc cag crrc tcc aca cag cga tcc ccc tcc cat g\g aat tcc 
Met Glv Ser Cln Val Ser Thr Cln Arq Ser Ov Ser His Clu Asn Ser 

5 10 15 

AAC TCA CCC AOC CM OK TCC .ACT ATA .AAT TAC ACA ACC ATT .AAT TAC 
.Asn Ser Ala Thr Clu Cly Ser Thr lie Asn Tvr Thr Thr He Asn Tvr 

20 25 30 

TAC AAA CAC TCC TAT OCT CCC .ACT OCT OCA .AAC CAA .ACT CTC .AAA CAA 
Tvr Lvs Asp Ser Tyr Ala Ala Thr Ala Civ Lvs Cln Ser Leu Lvs Cln 

35 40 45 

CAT CCT CAC AAC TTT OCG AAC CCT CTC .AAC GAC ATC TTT ACT CAA ATG 
.Asp Pro Asp Lvs Rie Ala Asn Pro Val Lvs .Asp lie Phe Thr Clu Met 



50 

OCA COG CCC TTA .AAC 
Ala Ala Pro Leu Lvs 
65 

[0 04 6] Sim*: 4 
EW«>S3 : 2 07 
EWCMS : titR 



55 



mm* 

cENA to genomic RNA 



50 



60 



enterovirus tvpe 71 

CDS 
gaf4JS : 1-207 



48 



144 



192 



207 
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19 

mi 

ATG OCT TCA CAA GTG "TCT ACT CAG CCG TCC OK 
Met Gly Ser Gin Val Ser Thr Gin Arq Ser Civ 

5 10 
AAT TCA CCT ACA CAA OCT T<X .ACC ATT AAT TAC 
.Asn Ser Ala Thr 01 u Gly Ser Thr lie Asn Tyr 

20 25 
TAC AAG CAC TCT TAT OCT GOC ACA GCA CGC .AAG 
Tyr Lvs Asp Ser Tvr Ala Ala Thr Ala Cly Lys 

35 40 
G^C CCT OAC AAG TTT OCC AAT CCT GTC AAC G^C 
Asp Pro Asp Lys Phe 01 v Asn Pro Val Lvs .Asp 

50 55 
OCG GOC OCA CTG .AAC 
Ala Ala Pro Leu Lvs 
65 

[0 04 7] Efllft*: 5 
E5tl©«3 : 2 07 

EflCMB : m 20 

mm : -*m 

mi<DU%. : cDMA to qencmic RWA 
SB 

-±fy%x : enterovirus wpe 71 & 

em 

ATG GOT TCA CAA CTC TCT ACT CAG CCG TCC OCC 
Met Gly Ser Gin Val Ser Thr Gin Arq Ser Cly 

5 10 
AAT TCA CCT ACA CAA OCC TOC .ACC ATC .AAT TAC 
.Asn Ser Ala Thr 01 u Cly Ser Thr He Asn Tyr 

20 25 
TAC A*C CAC TCT TAT OCT GOC .ACA GCA OCT .AAG 
Tyr Lvs Asp Ser Tyr Ala Ala Thr Ala Cly Lvs 

35 40 
GAC CCT CAC AAG TTT OCT AAT CCT GTC .AAG OC 
.Asp Pro Asp Lvs Phe Ala Asn Pro Val Lvs .Asp 

50 55 
OOC GOC CCA CTG .AAG 
Ala Ala Pro Leu Lys 
65 

[ 0 0 4 8] Efll** : 6 
E9U®S$ : 2 07 
E5UCMB : m 
m<D& : -** 

mi<DW.& : cDMA to qencmic RNA 



(11) ftW¥8-l73 195 

20 

* *mw> I - 2 0 7 ftSOttltBM 



TCC CAC GAG .AAT TCC 
Ser His Glu Asn Ser 
15 

ACT .ACT ATC .AAT TAT 
Thr Thr He Asn Tyr 

30 

CAC ACC CTC .AAA CAA 
Gin Ser Leu Lvs tfn 
45 

ATT TTC ACT CAA ATG 
!le Phe Thr Glu Met 

60 



48 



95 



144 



192 



207 



&tfeg : 0 1 0 8/7 8 

mim& 

<«**MW:CDS 
t?£(£g : 1-207 



TCC CAC GAG .AAT TCT 
Ser His Glu Asn Ser 
15 

ACT .ACC ATC .AAC TAT 
Thr Thr He Asn Tyr 
30 

CAC AGC CTC .AAA CAA 
Gin Ser Leu Lvs Cln 
45 

ATT TTC ACT CAA ATG 
He Phe Thr Glu Met 

60 



48 



96 



144 



192 



207 



: enter ovi r u s 

mi 



type 



*tfcS: 3059/7 3 

mimm 

(HKJEfB^CDS 
g&lSg: 1-207 
(MtKtL^ : E 

-7-ff W> 1 - 2 i) 7 #S®ttX£?4 
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21 

ATG GGT 
TOO GGC 
Met Glv Ser Gin 

MT TCA CCT ACA 
.Asn Ser Ala Thr 
20 

TAC AAC CAC TCT 
Tvr Lvs Asp Ser 
35 

GAC OCT CAC AAG 
.Asp Pro Asp Lvs 
50 

GGC GGC CCA CTG 
Ala Ala Pro Leu 
65 

[0 04 9] S29J#^: 7 
E&XD&S : 2 07 



TCA 
TCC 
Val Ser 
5 

CM CEC 
Clu Cly 

TAT OCT 
Tvr Ala 

TTT OCT 
Phe Ala 

AAC 

lvs 



S^J^S^ : CDMA to genomic RNA 

m 

s^felS : enterovirus wpe 71 

ATG GCA TCC CAG 
M?t Glv Ser Gin 

AAT TCA CCC ACT 
.Asn Ser Ala Thr 
20 

TAT AAC CAC TCT 
Tyr Lvs Asp Ser 
35 

CM CCA CAC AAC 
Asp Pro Asp Lvs 
50 

OGG GCA OCA CTG 
7 

A ! a 



CAA GTG TCT ACT CAG CGG 
CAC GAG AAT TCT 48 
Thr Gin Arq Ser Civ Ser Mis Glu Asn Ser 

10 15 
TOC ACC ATT .AAT TAC ACT ACC ATC .AAC TAT 95 
Ser Thr He Asn Tvr Thr Thr He Asn Tvr 

25 30 
GGC ACA GCA GGC AAC CAC ACC CTT .AAA CAA 144 
Ala Thr Ala Glv Lvs Gin Ser Leu Lvs Cln 

40 45 
AAT CCT GTC .AAC CAC ATT TTC ACT GAA ATG 192 
Asn Pro Val Lvs .Asp He Phe Thr Glu Met 
55 60 

207 



*tfcS • 0 0 04/7 8 
20 1-207 

K *»■ W> 1 - 2 0 7 *B® 



CTG TCC 
Val ser 
5 

GAA OCT 
Glu Civ 

TAT OCC 
Tvr Ala 

TTT OCA 
Phe Ala 

.AAA 

Pro 



ACA CAA 
Thr Gin 

TO ACT 
Ser Thr 

OCT .ACA 
Ala Thr 
40 

AAT CCC 
Asn Pro 
55 



CCC TCT OCT 
Arq ser Civ 
10 

ATA .AAC TAC 
He Asn Tyr 

GCA GGC .AAA 
Ala Glv LVS 

CTT .AAA GAT 
Val LVS .Asp 



TO CAT GAA .AAT TCT 
Ser His Glu Asn Ser 
15 

ACC ACC ATC .AAT TAC 
Thr Thr He Asn Tvr 
30 

CAG AGC CTT .AAC CAA 
Gin Ser Leu Lvs Cln 
45 

ATT TTC ACT GAG ATG 
He Phe Thr clu Met 

60 



4$ 



95 



144 



192 



2 0 



Leu L y : 



A 1 a 
65 

[0050] mm^-. 8 

EfllOkS ; 2 07 

mm -*m 
v#uv~ -.mm 

K9J«>«»:cDNA to tenomic RNA 
: enterovirus type 71 



5* 



KftS : 33 59/8 3 
S£f4S : 1-207 

fl»K> 1 - 2 0 7 #S®<Btt94 
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ATG OCT TCA CAA 
Met Cly Ser Gin 

AAT TCA CCT ACA 
.Asn Ser Ala Thr 
20 

TAC AAC CAC TCT 
Tvr Lvs Asp Ser 
35 

CAC CGC CAC AAG 
Asp Pro Asp Lvs 
50 

CEG GCC CCG CTG 
Ala Ala Pro Leu 
65 

[0 05 1 ] i291J§^: 9 
Efl]®&3 ; 2 07 

MOM : -*« 

E9U«>8$ll : cDNA to genomic RNA 

£04 



CTA TCC 
val Ser 
5 

CAA OGC 
Clu Cly 

TAT OCT 
Tvr Ala 

TTT CCT 
Rie Ala 

AAC 
LVS 



(13) 

ACT CAC CCO TCC OGC TGC CAC GAG AAT TCT 
Thr Cln Arc Ser Civ Ser His Glu Asn Ser 

.10 15 
TCC ACC ATT .AAT TAC ACT .ACT ATC .AAC TAT 
Ser Thr !le Asn Tyr Thr Thr !le Asn Tvr 

25 30 
GGC ACA GCA CGC .AAA CAC .AGC CTC .AAA CAA 
Ala Thr Ala Civ Lvs Gin Ser Leu Lvs Cln 

40 45 
AAT OCT GTC .AAC CAC ATT TTC ACT CAA ATG 
Asn Pro Val Lvs .Asp !le Fhe Thr Clu Met 
55 60 



MI78-173 195 

24 

AS 



95 



144 



192 



207 



: enterovirus rype 71 
mi 

ATG GOC TCA CAA 
Met Glv Ser Gin 

.AWT TCA CCT ACA 
Xaa Ser Ala Thr 
20 

TAC ANA CWC TCT 

Tvr Xaa Xaa Ser 
35 

CWC CCT CAT AAG 
Xaa Pro Asp Lvs 
50 

OOC GOC CCA CTA 
Ala Ala Pro Leu 
65 

[0 05 2] B9W*: 1 0 
HRRMfcS : 2 07 

ssy«sa : m 
».m : -*« 

B£0J«>«jB : cDMA to genomic RNA 

£121 £ ; enterovirus type 71 

ATG OCT .ACA CAA 
Met Glv Thr Gin 



4 132/85 

«»**ria#: CDS 
i££(£S : 1 - 2 0 7 
20 : E 

x> ?a 4 4** 7 1 3K> V p 4 98 1 a ~ Kt 4iSe 
< *W«fl> ! - 2 0 7 ffBOttiEEH 



CTC TCT 

Val Ser 
5 

CAA OX 
Clu Civ 

TAT OCT 
Tvr Ala 

TKT OCT 

Xaa Ala 

.AAA 
LVS 



ACT CAC 
Thr Cln 

TCC ACC 
Ser Thr 

GCA .ACA 
Ala Thr 
40 

AMT CCT 
Xaa Pro 
55 



CCA TCC CGC 
Arc Ser Civ 
10 

ATT .AAT TAC 
He Asn Tvr 
25 

GCA CCC ANA 
Ala Civ Xaa 

CTC .AAC CAC 
Val Lvs .Asp 



TCC CAC GAG .AAT TCC 
Ser His Glu Asn Ser 
15 

ACT .ACC ATC ANC TAT 
Thr Thr He Xaa Tvr 

30 

CAC AGY CTT AMA CAA 
Gin Ser Leu Xaa Cln 
45 

ATT TTC ACT CAA ATG 
!le Phe Thr clu Met 

60 



AS 



96 



144 



192 



207 



CTA TCC 
Val Ser 



ftm&tm- cds 
wmmotM: e 

* WBM> 1 ^ 2 0 7 ft 3<Z>«£eH 

ACT CAC SOG TCC OOC TOC CAC GAG .AAT TCT AS 
Thr Cln Xaa Ser Civ Ser His Glu Asn Ser 
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(14) 



AAT TCA CCT ACA CAA OQC 
Asn Ser Ala Thr Clu Cly 
20 

TAC AAC CAC TCT TAT OCT 
Tyr Lvs Asp Ser Tyr Ala 
35 

CAC COC CAC AAG TTT OCT 
.Asp Pro Asp Lvs Phe Ala 

50 

OCG GCC CCA CTG AAC 
Ala Ala Pro Leu Lvs 
55 

[0 05 3] BMW: 1 1 
fifllCMfeS : £07 

efu®b : m 
mm : -** 

EfllOVM ■ cCMA to genomic RWA 



10 15 
T0C ACC ATT .AAC TAC ACT .ACT ATC .AAC TAT 
Ser Thr He Asn Tyr Thr Thr He Asn Tyr 

25 30 
OCT ACA OCA OGC .AAA CAC AGC CTC .AAA CAA 
Ala Thr Ala Cly Lvs Gin Ser Leu Lvs Cln 

40 45 
AAT CCT GTC AAC GNZ ATT TTT ACT CAA ATG 

Asn Pro val Lvs .Asp He Phe Thr clu Met 

55 60 



*tfcS : 1 0 9 6/8 6 

4««*M»:CDS 
gSftg: 1-207 



26 



144 



192 



20? 



20 



£$3£ : enterovirus type 71 
EH 

ATG G0C TCA CAG CTC TCC 
Met Gly Ser Gin Val Ser 
5 

.AAC TCA CCT ACT CAC OK 
.Asn Ser Ala Thr Clu Cly 
20 

TAC AAC CAC TCC TAT CDC 
Tyr Lys Asp Ser Tyr Ala 
35 

CAT CCA CAT AAG TTT OCG 
.Asp Pro Asp Lvs Phe Ala 
50 

OCA GOC CCA CTA .AAC 
Ala Ala Pro Leu Lys 
65 

[0 05 4] B5W»: 1 2 
: 2 07 

MOM : 

SfllCDMM : cCWA to qenomic RNA 

tsa 

£$25 : enterovirus type 71 
EM 

ATG OCT TCA CAA CTC TCT 
Met Gly Ser Gin Val Ser 
5 

AAT TCA CCT ACA CAA OGC 



*M«0!> 1 - 2 0 7 SSCD*SSE?<J 



ACA CAA 
Thr Cln 

TCC ACC 
Ser Thr 

GCC .ACA 
Ala Thr 
40 

AAT OCT 
Asn Pro 
55 



CCC TCC OCT 
Arq Ser Cly 
10 

ATA .AAC TAT 
He Asn Tyr 
25 

GCACGC AAA 
Ala Cly Lvs 

GTC .AAC CAT 
Val Lvs .Asp 



TCC CAT CAA .AAC TCT 
Ser His Glu Asn Ser 
15 

ACT .ACC ATC AAT TAC 
Thr Thr He Asn Tyr 
30 

CAC .AGC CTT .AAC CAG 
Gin Ser Leu Lvs Cln 
45 

ATT TTC ACT CAA ATG 
He Phe Thr clu Met 

60 



AS 



95 



144 



192 



207 



40 



*ft8: 1091/89 
EM<£#& 

fflMYCJ^CDS 
i£Sf£g; 1-207 
<W*fc*Ofc*a: E 

1 - 2 0 7 «@<£>*SEy«l 



GCT CAC CCA TCC OGC TCC CAC GAG .AAT TCC 48 
Ala Cln Arq ser ciy Ser His Glu Asn Ser 

10 15 
TOC .ACC ATT .AAT TAC ACT .ACC ATC .AAC TAT 95 
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28 



[ 0 0 5 5 

mm : - 



Asn Ser Ala Thr 

20 

TAC AAA CAC TCT 
Tyr Lvs Asp Ser 
35 

OC CCT CAT AAG 
Asp Pro Asp Lvs 
50 

OCT GOG CCA CTG 
Ala Ala Pro Leu 

65 
^: 1 3 



0 7 



3* 



: cDNA to genomic RMA 

•enterovirus type 

eh 

ATG GGC 
TCC GGT 
Met Cly Ser Gin 



Clu Cly Ser Thr He Asn Tyr Thr Thr !le Asn Tyr 

25 30 
TAT OCT GCA ACA GCA CGC AAA CAC AGC CTC .AAA CAA 144 
Tyr Ala Ala Thr Ala 01 y Lvs Oln Ser Leu Lvs Cln 

40 45 
TTT OCT AAC OCT GTC .AAC GAT ATT TTC ACT CAA ATG 192 
Phe Ala Asn Pro Val Lys .Asp He Phe Thr clu Met 

55 60 
AAC 20? 
Lys 



0 87 2/69 

eh®** 

fflK**£4:CDS 
iS&tfg : 1-207 

*mw> i - 2 o 7 se©«SE?j 



AAC TCA CCT ACT 
.Asn Ser Ala Thr 
20 

TAC AAC CAC TOC 
Tyr Lvs Asp Ser 
35 

CAT CCA CAT AAG 
Asp Pro Asp Lys 
50 

OCA GGC OCA CTA 
Ala Ala Pro Leu 
65 

[0 05 6] Eflht*: 1 4 

: 2 07 
EWfiMB : mt 
«®K : -*H 

EflJ©8£ ; cDWA to genomic RNA 

S enterovirus type 71 
EH 

ATG GQC TCA CAC 
Met Glv Ser Gin 

.AAC TCA OCT ACT 
.Asn Ser Ala Thr 



TCA 
TCG 
Val Ser 
5 

CAC OCT 
Clu Cly 

TAT OCT 
Tyr Ala 

TTT OCA 
Phe Ala 

.AAC 
Lys 



? 1 

CAG 
GAT 
Thr Cln 

TOC ACC 
Ser Thr 

0OC .ACA 
Ala Thr 
40 

AAT OCT 
Asn Pro 
55 



GTG 
GAA 
Arg Ser 
10 

ATA .AAC 
!le Asn 
25 
OCA CGC 
Ala Cly 



TCC 
AAC 
Cly Ser 

TAT AGC 
Tyr Thr 

.AAA CAC 
Lvs Gin 



GTC .AAA CAT ATT 
Val Lvs .Asp He 
60 



ACA CAA 
TCT 45 
His Glu Asn Ser 
15 

.ACC ATT .AAT TAC 
Thr lie Asn Tyr 
30 

AGC CTT .AAA CAG 
Ser Leu Lvs Cln 
45 

TTC ACT CAA ATG 
Phe Thr Clu Met 



CGC 



95 



144 



192 



207 



40 



2 58 7/89 
EfllOttffc 

4»**?E#: CDS 
1-207 



i - 2 o 7 *m<o*Msm 



CTC TOC ACA CAA CCC TCC OCT TOC CAT GAA AAC TCT AS 
Val Ser Thr Cln Arq Ser Cly Ser His Glu Asn Ser 

5 10 15 

CAC OCT TOC ACC ATA .AAC TAC ACT ACC ATT .AAT TAC 95 
Clu Cly Ser Thr !le Asn Tyr Thr Thr He Asn Tyr 
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29 



20 



TAG AAC CAC TOC TAT GDC 
Tyr Lvs Asp Ser Tvr Ala 
35 

CAT CCA GAT AAG TTT OCA 
.Asp Pro Asp Lvs Phe Ala 
50 

CCA GCC CCA CTA .AAC 
7 

Ala Ala Pro 
65 

C 0 0 5 7 3 B9lff# : 1 5 
ffi$(J©53 : 2 0 7 
m\<DM : &® 

®<o% : --m 

ffi$U©fc$l: cDNA to creiiomic 



enterovirus type 71 

ATG GOC TCA CAC CTG TOC 
Met Gly Ser Gin Val Ser 
5 

ACT CAC OCT 
Thr Clu Cly 

TCC TAT OCT 
Ser Tvr Ala 



(16) 

25 30 
GCC ACA OCA COC .AAA CAC AGC CTT .AAC CAO 
Ala Thr Ala Cly Lys Gin Ser Leu lvs Cln 

40 45 
AAT OCT OTC AAC CAT ATT TTC ACT CAA ATG 
Asn Pro Val Lvs .Asp He Phe Thr Clu Met 
55 60 



30 

144 



192 



2 0 



L e u Lys 



RNA 



**fcS : 2 6 03/8 9 

ttft£*?£* : C D S 
i?£f£g : 1 - 2 0 7 
: E 

j.^^D-5^^^7 iSKE'Vp 4^Q£ 

^wm i -2 o 7#e©ifiS^J 



.AAC TCA OCT 
.Asn Ser Ala 

TAG AAC CAC 
Tyr Lys Asp 
35 

CAT CCA CAT 
Asp Pro Asp 
50 

CCA GCC CCA 
Ala Ala Pro 
65 

[ 0 0 5 8 ] ia?aj#^ : 1 6 
EfllOftg : 2 0 7 

tt©» : -*fi 



AAG TTT GSA 
Lys Phe Xaa 

CTA .AAC 
Leu Lvs 



ACA CAA 
Thr Cln 

TCC ACC 
Ser Thr 

GCC .ACA 
Ala Thr 
40 

AAT OCT 
Asn Pro 
55 



COC TCC OCT 
Anq Ser Civ 
10 

ATA AAC TAT 
He Asn Tyr 
25 

OCA COC .AAA 
Ala Cly lys 

GTC .AAA CAT 
Val lvs .Asp 



TCC CAT GAA 
Ser His Olu 

ACC .ACC ATT 
Thr Thr He 

30 

CAC .AGC CTT 
Gin Ser Leu 
45 

ATT TTC ACT 
!le Phe Thr 

60 



.AAC TCT 
Asn Ser 

15 
AAT TAG 
Asn Tyr 

AAA CAC 
lys Cln 

CAA ATG 
Clu Met 



4ft 



95 



144 



192 



207 



&*&8 : 0 4 45/9 0 

1*a**TE#:CDS 
iS£f£g : 1-207 
40 i,t c i;ft : p. 
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TAG AAA CAC TCT TAT OCT 
Tyr Lvs Asp Ser Tyr Ala 
35 

CAC CCT CAT AAG TTT OCT 
.Asp Pro Asp Lvs Phe Ala 
50 

OCT 003 CCA CTG AAG 
Ala Ala Pro Leu Lys 

65 

[ o o 5 9 ] mm^ : 1 ? 

E5U©*3 : 2 0 7 

rtfni>- : tug 
Sm<OWM : CDMA to genomic RNA 

: enterovirus type 71 

ATG GOC TCA CAG CTG TCC 
Met Gly Ser Cln Val Ser 
5 

AAC TCA CCT ACT CAC CCT 
Asn Ser Ala Thr Clu Cly 
20 

TAC AAC CAC TCC TAT OCT 
Tyr Lys Asp Ser Tyr Ala 
35 

CAT CCA CAT AAG TTT CCA 
Asp Pro Asp Lys Phe Ala 
50 

CCA GCC CCA CTA AAC 
Ala Ala Pro Leu Lys 

65 

[ o o e o ] mm^ : 1 8 

E5U©«* : 2 0 7 

E*j©a : m 

B5I)©SKR • CDMA to qenoimc RNA 

am. 



CI?) 

CCA ACA OCA C0C .AAA CAC AGC CTC AAA CAA 

Ala Thr Ala Cly Lys Gin Ser Leu Lys Cln 

40 45 

AAC OCT CTC .AAC CAT ATT TTC ACT CAA ATG 

Asn Pro Val Lys .Asp He Phe Thr Clu Met 

55 60 



32 

144 



192 



207 



10*f*g -. 03 7 5/9 0 

$ta*sw8a#-. cds 
jl>^o-?«ow*7 ia©vp4«a* 

• *p&© 1 - 2 0 7 #g©tttt&4 



ACA CAA 
Thr Cln 

TCC ACC 
Ser Thr 

GCC .ACA 
Ala Thr 
40 

AAT CCT 
Asn Pro 
55 



CCC TCC COT 
Arq Ser Cly 
10 

ATA .AAC TAT 
He Asn Tyr 
25 

OCA CGC .AAA 
Ala Cly lys 

CTC AAA CAT 
Val Lys .Asp 



TCC CAT 
Ser His 

ACC .ACC 
Thr Thr 

CAC ACC 
Gin Ser 
45 

ATT TTC 
He Phe 

60 



GAA .AAC TCT 
Glu Asn Ser 
15 

ATT .AAT TAC 
He Asn Tyr 

30 

CTT .AAA CAG 
Leu Lys Cln 

ACT CAA ATG 
Thr Clu Net 



43 



95 



144 



192 



207 



JKtfeS : 2 13 6/9 0 
EflCDffttt 

fflteftfC*: CDS 
iS3f5S : 1-207 

40 i>fC!)^7l W/D^Sfl* 
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33 

35 

CAT CCA CAT AAG TU OCA AAT 
.Asp Prx> Asp Lys Phe Ala Asn 
50 55 
CCA GCG CCA CTA AAC 
Ala Ala Pro Leu Lvs 
65 

[ 0 0 6 1] Bflj#* : 1 9 
: 2 07 

B$U®M ■ cDMA to genomic RWA 

£133 ' enterovirus type 71 

ATC OCC TCA CAC CTC TCC ACA 
Met Cly Ser Gin Val 5er Thr 

.AAC TCA OCT ACT GAG OCC TCC 
Asn Ser Ala Thr 01 u 01 y Ser 
20 

TAC AAC CAC TCC TAT OCC OCT 
Tyr Lvs Asp Ser Tyr Ala Ala 

CAT CCA CAT AAC TTT CCA AAT 
.Asp Pro Asp Lvs Phe Ala Asn 
50 

OCA OCC OCA CTA .AAC 
Ala Ala Pro Leu Lys 
65 

[0062] Eflft*: 20 
SSUCMfcS : 2 07 



34 



40 45 
OCT CTC .AAA CAT ATT TTC ACT CAA ATO 192 
Pro Val Lys .Asp He Phe Thr Glu Met 
60 

207 



**fcS : 2 3 98/9 0 

tf»*IWE*:CDS 
: 1-207 
l/fc^S : E 

**i«© i - 2 o 7 §§C'tisae?«j 



10 



CM COC TCC OCC 
01 n Anq Ser Cly 
10 

.ACC ATA AAC TAC 
Thr He Asn Tyr 

ACA OCA COC .AAA 
Thr Ala Civ Lys 
40 

OCT CTC AAA CAT 
Pro Val Lvs Asp 



TCA CAT OAA .AAC TO" 
Ser His 01 u Asn Ser 

ACT .ACT ATT .AAT TAC 
Thr Thr He Asn Tyr 
30 

CAC .AGO CTC AAC CAO 
Gin Ser Leu Lys Cln 

ATT TTC ACT OAA ATG 
He Phe Thr Cl u Met 

60 



48 



96 



144 



192 



207 



&®\<TM% ■• cDMA to qencmic RNA 

: enterovirus type 



4 0 94/9 0 

nmttota*: cds 

: 1-207 
^ptS© 1 - 2 0 7 #g©i£SS?«j 
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35 

CAT Ca CAC AAG TTT CCA 
.Asp Pro Asp Lys Phe Ala 
50 

OCA GCC CCA CTA AAA 
Ala Ala Pro Leu Lys 
65 

[ 0 0 6 3] : 2 1 

ericdks : 2 0 7 

Sm<C>M : $6!? 
: -*« 

EWjCDfEK : cDMA to Cjencmic RNA 



: enterovirus wpe 71 

ATG 00C TCA CAG CTG TCC 
Met Gly Ser Gin Val Ser 
5 

AAT TCA CCT ACT CAG GCC 
Asn Ser Ala Thr 01 u Civ 

20 

TAG AAC CAC TCC TAT OCC 
Tyr Lys Asp Ser Tyr Ala 
35 

CAT CCA CAC AAG TTT OCA 
Asp Pro Asp Lys Phe Ala 

50 

OCT GOG CCA CTA AAC 
7 

Ala Ala Pro 
65 

[0064] ia$lJ#Jt: 2 2 
ffiflJCSS : 2 0 7 

mwm. : m 

WrM : --m 

BfllQM: cDNA to (renomc 

! ±&Q : entrwirus coxsackievirus A16 
5*91 



(15) 4*H¥8- 

36 

AAT CCT GTC .AAA CAT ATT TTC ACT CAA ATG 192 
Asn Pro Val Lys .Asp He Phe Thr Clu Met 

55 60 

207 



;04 1 9/9 0 
CDS 

10 : 1-207 

c Tts top 1 - 2 o 7 sactaa^ij 



ACC CAA CCC 
Thr Cln Arq 

TOC .ACC ATA 
Ser Thr lis 
25 

GCC ACA OCA 
Ala Thr Ala 
40 

AAT CCT GTC 
Asn Pro Val 
55 



TCC CCC 
Ser Civ 
10 
.AAC TAT 
Asn Tyr 

CGC .AAA 
Civ Lys 

AAA CAT 
Lys Asp 



TCC CAT 
Ser His 

ACC ACC 
Thr Thr 

CAC ACT 
Gin Ser 
45 

ATT TTC 
!le Phe 

60 



GAA .AAC TCT 
Glu Asn Ser 
15 

ATT .AAT TAT 
He Asn Tyr 

30 

CTT .AAG CAG 
Leu Lys Cln 

ACT CAA ATG 
Thr Clu Met 



48 



96 



144 



192 



2 0 



Leu L y 



RNA 



5K 



&tfeS : CIO 

CDS 
Sffittfi r 1-207 
: E 
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37 

Asp Pro Lvs Lvs Phe 

50 

OCT CCT CCC TTG AAA 
Ala Pro Pro Leu Lvs 

[0 06 5] «m*:tz 

EfllOftd : 2 07 

r*n^- rasa* 

EflJCQUSi : cDMA to genomic RNA 

&m 

: coxsackievirus A16 

ATG GCE TCA CAC CTT 
fctet Glv Ser Gin Val 
5 

AAC TCT CCA TOG CAC 
.Asn Ser Ala Ser Clu 
20 

TAT AAC CAT GCA TAT 
Tvr Lvs Asp Ala Tyr 
35 

CAC CCC .AAC AAA TU 
.Asp Pro Lys Lvs Rie 
50 

OCT CCA OCA CTT .AAA 
Ala Pro Pro Leu Lvs 

65 

[0 06 6] mi^: 2 4 
m\<D&£ : 2 07 

&®\<Om.& : cCNA to genomic RNA 
: coxsackievirus A16 



(20) 

TTir Asp Pro Val Mat .Asp Val lie His Clu fctet 
55 60 



8-173195 



38 



207 



: 15 47/7 9 

e«*«ria#:CDs 

1-207 
10 E 

is * * ae^««© i - 2 o ? ssoigsa^j 



TCC ACT 
Ser Thr 

OCT TCA 
Cly Ser 

OCT GCA 
Ala Ala 

ACC GAT 
Thr Asp 
55 



CAC CCC TCT OGG TCA CAT GAG .AAC TCA 
Cln Anq Ser Cly Ser His Glu Asn Ser 

10 15 
ACT ATA AAT TAT ACA ACC ATA AAT TAC 
Thr He Asn Tvr Thr Thr He Asn Tvr 

25 30 
ACT GOG COG CCC CAC CAT ATG TCC CAA 
Ser Ala Civ Arq Gin Asp Met Ser Cln 
40 45 
CCT CTT ATC CAC CTT ATA CAT CAC ATG 
Pro Val Ifci Asp Val lie His Clu fctet 
60 



43 



144 



192 



207 



30&tfcS : 4 057/8 1 

CDS 
ff«14B: 1-207 
mZ&EL<tc$it: : E 

x ?z&&*tm<D i -2 o 7#eo>asi^j 



ATG G0C TCA CAG 
fctet Glv Ser Gin 

.AAC TCT CCA TCC 
Asn Ser Ala Ser 
20 

TAT AAC CAT GCA 
Tvr LVS Asp Ala 
35 

CAC COG .AAC AAA 
.ASP Pro LVS Lvs 
50 



CTC TCC ACT CAC CCG TCT OCG TCA CAT GAG .AAC TCA AS 
Val Ser Thr Cln Anq Ser Cly Ser His Glu Asn Ser 

5 10 15 

CAC OCT TCA .ACT ATA .AAT TAC ACA .ACC ATA .AAT TAC 95 
Clu Cly Ser Thr He Asn Tvr Thr Thr He Asn Tvr 

25 30 
TAT OCT GCA .ACT GOG CGC CCC CAC CAT ATG TCC CAA 144 
Tyr Ala Ala Ser Ala Civ Arq Gin Asp Met Ser Cln 

40 45 
TTT .ACC GAT OCT CTC ATC CAC CTT ATA CAT CAC ATG 192 

Rie Thr Asp Pro val Mai: .Asp val lie His Clu fctet 
55 60 
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39 

<CT CCA OCA CTC 
Ala Pro Pro Leu 
65 

[0 06 7] BflMre: 2 5 
E5U<Z*S : 2 07 

E9j<C'ti$S : cPNA to genome RNA 

coxsackievirus A16 

ATG GOC TCA CAG 
Met Civ Ser Gin 

AAC TCT CYA TOG 
Asn Ser Xaa Ser 
20 

TAT AAC CAT GCA 
Tyr Lvs Asp Ala 
35 

CAC CCC AAC AAA 
.Asp Pro Lvs Lvs 
50 

OCT CCA OCC CTC 
Ala Pro Pro Leu 

[0 06 8] B$WH»: 2 6 
; 2 07 

tteM : -** 

ffiflJCOSSK : cDMA to genomic RMA 



.AAA 
LVS 



40 

207 



*tfeS:02l6/86 

figiz&tm-. cos 

£3f£g: 1-207 



10 2^t;^ A H^J^ i ea©vp4fs*3- K 



CTC TCC 
Val Ser 
5 

CRG OCT 

Xaa Civ 

TAT OCT 

Tyr Ala 

TTC AGC 
Phe Thr 

.AAA 
Lvs 



ACT CAG SCG 
Thr 01 n Xaa 

ACA WCT ATA 
Thr Xaa !le 
25 

GCA .ACT GCG 
Ala Ser Ala 

40 

GAT OCT CTC 
Asp Pro Val 
55 



TCT OX TCA 
Ser Civ Ser 
10 

AAT TAC ACA 
Asn Tvr Thr 

OGA GGN CAC 
01 V Am Gin 

ATG CAC GTT 
fctei .Asp Val 
60 



CAC GAA .AAC TCA 
His Glu Asn Ser 
15 

OCC ATA .AAT TAC 
Pro He Asn Tvr 
30 

CAT ATG TCC CAG 
Asp Met Ser Cln 
45 

ATA CAT CAC ATG 
He his Clu Met 



48 



95 



144 



192 



207 



^■^S ■ coxsackievirus A16 

ATG GOC TCA CAG 
Met Glv Ser Gin 



&tfcS * 024 1/9 1 

30 4ia**^ga#:CDS 
1-207 

* * * ae^-tw© i - 2 o 7 #g<?>is 



.AAC TCA 
.Asn Ser 

TAT AAA 
Tvr LVS 

CAT CGC 
.Asp Pro 

50 

OCT CCA 

Ala Pro 



OCA TCA 
Ala Ser 
20 

CAT GCA 
Asp Ala 

35 
.AAC AAA 
Lvs LVS 

OCA CTC 
Pro Leu 



CTC TCC 
Val Ser 
5 

CAC OCT 
Clu Civ 

TAT or 
Tvr Ala 

TTT ACC 
Phe Thr 

.AAA 
LVS 



ACT CAA 
Thr Cln 

TCA ACT 
Ser Thr 

GOC ACT 
Ala Ser 
40 

GAT CCT 
Asp Pro 

55 



CGGTCTCCO 
Arq Ser Civ 
10 

ATA .AAT TAC 
He Asn Tvr 
25 

GCGCGCCCC 
Ala Civ Ana 

GTT ATG GAT 

Val Mat .Asp 



TCA CAT GAG .AAC TCA 
Ser His Glu Asn Ser 
15 

ACA ACC ATA .AAT TAC 
Thr Thr !le Asn Tvr 
30 

CAC CAT ATG TCC CAA 
Gin Asp Met Ser Cln 
45 

GTT ATA CAC CAC ATG 
Val He His Clu Met 
60 



48 



144 



192 



207 
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39 

OCT CCA CCA crc 
Ala Pro Pro Leu 
65 

[0 06 7] B29J§^r 2 5 
EWCMtS : 2 07 

fiW©«* : cDNA to genomic RNA 



.AAA 
LVS 



£4336 : coxsackievirus A16 

ATC ot; to cag 

Met Civ Ser Gin 

aac TCT GYA TCC 
Asn Ser Xaa Ser 
20 

TAT AWC CAT OCA 
Tvr Lys Asp Ala 
35 

GAC CGC .AAC AAA 
Asp Pro LVS LVS 

50 

OCT CCA ccc crc 
Ala Pro Pro Leu 

65 

[0068] mm^: 26 

ERl0ft3 : 2 0 7 

E9J<£*i* : cPNA to genomic RNA 



Ol) WBW8-173 195 

40 

207 



*tt£:02l6/86 

CDS 
£3f£g : 1-207 



ore tcc 
Val Ser 
5 

CRC OCT 

Xaa Civ 

TAT OCT 
Tvr Ala 

TTC ACC 
Phe Thr 

AAA 
LVS 



ACT CAC 
Thr Gin 

ACA «CT 
Thr Xaa 

OCA ACT 
Ala Ser 
40 

GAT CCT 
Asp Pro 
55 



SCO TCT 
Xaa Ser 
10 

ATA AAT 
tie Asn 
25 
GOG OGA 
Ala Civ 

OTC ATC 
Val Mat 



OCC TCA 
Civ Ser 

TAC ACA 
Tvr Thr 

GGM CAC 
Arq Gin 

CAC GTT 

.Asp Val 
60 



CAC GAA .AAC TCA 
His Glu Asn Ser 
15 

OCC ATA AAT TAC 
Pro !le Asn Tvr 

30 

CAT ATG TCC GAG 
Asp Met Ser Cln 
45 

ATA CAT CAC ATG 
lie His Clu Met 



43 



144 



192 



207 



£1336 : coxsackievirus A16 

ATG GQC TCA CAG 
Met Civ Ser Gin 



*tfeS : 024 1/9 1 

30 4$ffl*S?ga*?:CDS 
iSSfig: 1-207 

* ?*il£?tRW® 1 -2 0 ?«B0>«I*En 



.AAC TCA 
.Asn Ser 

TAT AAA 
Tvr LVS 

CAT CCC 
.Asp Pro 
50 

OCT CCA 
Ala Pro 



CCA TCA 
Ala Ser 
20 

CAT GCA 
Asp Ala 
35 

.AAC AAA 
Ivs Lys 

cca crc 

Pro Leu 



CTC TCC 
Val Ser 
5 

CAC OCT 
Clu civ 

TAT OCT 
Tvr Ala 

TTT .ACC 
Phe Thr 

.AAA 
LVS 



ACT CAA 
Thr Cln 

TCA .ACT 
Ser Thr 

GCC ACT 
Ala Ser 
40 

GAT CCT 
Asp Pro 
55 



CCG TCT OCC 
Anq Ser Civ 
10 

ATA .AAT TAC 
!le Asn Tvr 
25 

GOG CCG GCC 
Ala Civ Arq 

GTT ATC GAT 

Val Mat .Asp 



TCA CAT GAG .AAC TCA 
Ser His Glu Asn Ser 
15 

ACA .ACC ATA .AAT TAC 
Thr Thr He Asn Tvr 
30 

CAC CAT ATG TCC CAA 
Gin Asp Met Sar On 
45 

GTT ATA CAC CAC ATG 
Val He His Clu Met 

60 



48 



144 



192 



207 
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65 

[0069] E5U#J».- 27 

mi®®. ■. m 
mm ■. 

v#ui>- -.mm 

mi 

CTACTTTOCO TOTCOC 
[0 07 0] B5U»»: 28 
E?IJ©&<* : 2 0 
EfllCHK : ttK 
«©* : -** 

EfllOOa : fl<Z#tR a BSD N A 
EM 

OGTAAQTTGC ACCAOCANCC 
[0 07 1 ] EfllS*: 2 9 
EM©S3 : 2 0 
EflkDB : ttK 

(■*m>- .- isgat*; 

EM 

CATOTTOCO TOTCCCTCTT 
[0072] EMS*: 30 
EM©S3 : 2 0 
EM«MB : ms 

mM -. 

EM 

TCACOCAAa TCCA0CACCA, 

[0 07 3] BMW: 3 1 
EM0&3 : 2 0 
EM©3! : 
MOM : -*H 

EM 

ACGCTCTCTT TCCCTCCTOT 
[0074] EMS*: 32 
EMCSS : 2 0 
SfljCDS : m 
*©» : -*E 

em 

ATATCCT00C CCCCOXACT 
[0 07 5] EMS*: 3 3 
EfftDftS : 2 0 
EfllCDB : ttfl* 

m>& : 

EM 
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42 

* EM©** S&DNA 
ic sense lW#:fl«tt*ft-r*Ea 



16 

©-SfrC qenosiric sense IWKtgtttefcW? &EM. E 
m>. &SS* 6 S@©Qi*TXI*C *SU fcSS* 
1 8SB0N»AXttCXt*GXi*T*5i'*'. 



20 

* EMOS* : ft<DttR S«D N A 

J->?-P f 4*X«>5 ' *HR*«©Hi'C anxIqencH 
20 ic sense lMttlllMi*ff'4'&E» 



2 0 

ftE^<D«* : f6®8R oiSDNA 
EOflNI 

©-$T (renomic sense RNAKti»i 
A tttSTftEM 

20 

SEMOfM : ftottB ftftDNA 
£©HNR 

x>?-D$.Ol.*©Vp 4^8*3- &ae-f«i« 
© 1 1 8 - 1 3 7 SB© amiqenowic sense MUKtBtti 

20 

*BM©E9:fi0ttE a fiKD N A 

40 x>?a0.f*:*«E>V»49&*a- F?*Se?IMR 
© 1 18-13 7 SI© anuqencmk sense RW&tBfS 

* ttts-s-iEfl 

20 

*EM©«* :«!»©&» =s£D N A 
©12 2-141 SB© annqenoric sense RNftKtBi'i 

* tttirs-«EM 
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TTTCAOXTC TCTTTCGCTC 
[0076] : 3 4 

azncD&z : 2 0 
*©» •• -*ta 

CGACATATCC TOCCOCCOCC 
f 0 0 7 7] B3?IJ#^ : 3 5 
E9J©S<* : 2 0 

tftDtt : -** 

i-#ot>- 

CCGCCTCCCA TTTCACTCAA 
[0 07 8] B5«*»: 3 6 
: 2 0 

mm ■■ -*s« 

GCTCGACCCA TCTCATGTAT 
[ 0 0 7 9] Efllff* : 3 7 
g$lj©ft$ : 2 0 
SS?IJ©2S : 
#.©» : 

EftlCMMR : fc©8» SffcDNA 

CATTTCAGTG AAAATRTCOr 

[ 0 0 8 0 ] I25IJS^ : 3 8 
BSftJ©&$ : 2 0 
E9J©3S : m& 

CATCTCRTCT ATAACRTCCA 

[ 0 0 8 !] : 3 9 

E*U©&3 : 2 0 
ERjCHB : fflt 
l»©S* : 

ATATCTTGAC aCCAGCCCT 
[ 0 0 8 2] flfaj#9 : 4 0 
EW«*S : 2 0 

0fTM ■■ -*8 
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44 

20 

tec-lets 

© 1 2 2 - 1 4 1 #S© annqenomic sense RKA<Cti»1 

io tec-leia 

©1 8 1 -20 0§@© anoqenOTic sense RNAtftffii 

* mm? zmi 

20 

x>?-D-?^^^<DVp4ia«:2- Krise^i 

8 1 --2 0 OSS© antiqenomic sense RMMCtBISti* 
★20 Wf£E?'l 

20 

x>^Q-?^*X<DVp4SB«:3- 

©17 3-19 2§a© annqenOTic sense RNAKtSte 

■fir 

20 

♦£WD*g:fltofflR ofi£D N A 
fife©l3$ 

©1 7 3 - ! 9 2#S© amiqenomic sense RNAtftStS 

20 

* E5U©sk* : mm ssd n a 
40 jo?-D'?^*^vp4t2-i ; 'r4jie : fpta©i 

18-13 7S@© antiqenomic sense RNA©tfit$tifc 

20 

tecists 

X> ?-D -i.**<»V p 4 £ a - K? 1 
7 2-191 SS© wrelqenomc sense Rl*v©l8ffiiii£ 

50 
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(24) 



45 



mi 

ATOTCAJCTA TAACRTCCAT 

[0 08 3] en**.- 4 1 1 

m\<Q*L : ftK 
MOB : -** 

ATTTCACTCA AAATKTCQTT 
[B&4>tt*&BH!] 

[B 1 ] CA 1 6*$&7 0-y <B5M«3 2. I2?J§ 
^3 8atfEWS*3 9> ittlDNAtOMT'y-; 

[B2] CA1 6^g7D-y (K5IJW3 2. B&<Jff 
^3 8at>'E5lJ»^3 9> tfcHDNAtOJW^J* 

[B3] CA1 B^P^o-^ (SHW3 2. i2?tJS 
^3 8at«E?W»3 9> £JS*BDN A±G"W ?y 9 
K»a*5«'B , C** 0 20 
[B4] CA 1 64$py"o-y {BSWM3 2. BSKff 
*3 8atfEW*t3 9> &*«DNA±©>W:ry •;• 
KftO*:itt'B'C*6o 

[B5] CA 1 6£p7 0-y (E91JS^3 2. B2?'J# 
*3 8acXE5lJ«*3 9) t*S«DN A&Q'W 

[B6] CA 1 6ftg^u-y (B5UM3 2. 
*3 8atfEWW»3 9> &««DN A£Q'W 7*) ? 
Kfl?tit*ntt'B'Cjb& 0 

[B7 ] CA 1 64fp7U-y <E?lj£^3 2. B94S 30 
#3 8ao'EWt3 9> &**DNA±©>W3ry * 
FXMttatt'B'C**. 

[B8] CA 1 SftP^o-^ <EflJ«3 2. S2?'J# 
*3 8ao'E9jM3 9 > tWIDNAi^W^y ? 
Ftfttfcnf? B % C*4o 

[B9] E V 7 lgiDNA7D-7' <E?<J#*|3 15 
t>'K5IJ**4 1 ) £ig<EDNAi<Z>;Wyy sr Kj 
ScTBt?A&, 



GBB78-173 195 
46 

20 

x > ^ a -j ^ * v p 4 * 2 - rr *>&&*mw> 1 

7 2 - 1 9 1 antiqsiramc sense RIW>t81$ti£ 
WT*ER lew, aSS^18SB<0Q«. CXI* 



20 

[B10] EV7 iftffDNA^P-T' (EN** 3 1 
StfBM**4 l)*INDNA£CW:/y? PSA 

[Bill EV7 lfif*DNA7a-:MB9tt«3 1 

mmnm^4 \ > ^itiDNA^ccw^y * k«* 

[012] EV7 14&MDNA70-7' <0»#3 1 
atf»tt#4 1 ) t*«DNA4cr>^yy ? 

[013] EV7 lfMIDNA^a-T' (DM43 1 
B0BH»*4 1 > ±*&»DNA4«W:/y * KSA 

[014] EV7 l«tSDNA7D-y{E^3 1 

a»BM#*4 i ) i«WDNA4©^^y * mm 

[015] EV7 lftRDNA^a-rr <e?i|8#3 1 
ac«3?iJS^4 1 > £*M|DNA&GW:/y ? K«lX 

[016] EV7 i^PDNA7P-^ (E?JS^3 1 
[0 1 7 ] x>*a o 4 & *<r>*m& B^fRWEfiiB, 

*I1DNA©**3&W:CA ! e^SDNA^o-^ 

b»ev7 ittRDNA^o-^^sttaftrnTBr 

Vp4«fi«r=i-K"r&ilfr?«l!!ift©tta i ( )rt 
*ttDNAlWtort** (bp) ^Sfc 



http://ww4Jpdlanpit.gojp/tjcontentdben.ipdl?N0000=21&N0400= 10/23/2007 



Page 1 of 1 



(25) «H!¥8- 



[01] 



LlljJLjJLlAaj_a 









III 








Em « 





|jj_j_aj a j s< c 3 





[04] 



gjfggga a a a a s 




a a a a e 





[05] 



1 3 



[06] 



o 


if § 










1 



http://www4.ipdl.inpit.go.jp/N S APITMP/web6 1 4/2007 1 0240526 1 8024087.gif 



10/23/2007 



Page 1 of 1 



\2v,< 



[07] 




[09] 
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